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PREFACE

1. For many years the NHS has had the benefit of a generally high standard of
advice from its Research Ethics Committees (RECs), which were formally
established in England under cover of HSG(91)5 for Local Research Ethics
Committees (LRECs) and HSG(97)23 for Multi-centre Research Ethics
Committees (MRECs).

2. The Department of Health (DH) has also established additional committees
that offer an ethical opinion on research proposals within certain very
specialist areas.  These include the Gene Therapy Advisory Committee
(GTAC), and the United Kingdom Xenotransplantation Interim Regulatory
Authority (UKXIRA).

3. The recently published DH Research Governance Framework for Health and
Social Care1 (RGF) indicated a need for a review of LRECs and MRECs.
There are also new developments in the national and international legal and
regulatory framework in which research must in future be conducted.  In
particular, significant changes are required in order to respond to the rigorous
standards set by European Directive 2001/20/EC.

4. The accountability for the various aspects of research was clarified in the
RGF. The current document describes the role and remit of RECs as part of
this overall governance framework.

5. Whilst the research environment itself is changing, the need for a prior
favourable ethics opinion before the categories of research defined later in this
document may be started is central to Research Governance.  The provision of
this opinion will remain the prerogative of Research Ethics Committees.

6. This document provides a standards framework for the process of review of
the ethics of all proposals for research in the NHS and Social Care which is
efficient, effective and timely, and which will command public confidence.  It
sets out general standards and principles for an accountable system of RECs,
working collaboratively to common high standards of review and operating
process throughout the NHS.  It should be read in conjunction with the
Research Governance Framework for Health and Social Care.

                                                
1 The Research Governance Framework for Health and Social Care also contains comprehensive
references to other documents relevant to this guidance.   It may be found on the Department of Health
website:   http://www.doh.gov.uk/research
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7. This guidance replaces the previous guidance issued under cover of HSG(91)5
and HSG(97)23.  It is Section A of a suite of documents.  The topics to be
covered are as follows:

• Section A concentrates on general principles and standards, and is
based on previous DH guidance, on guidance published by the
World Health Organisation, and on the current regulatory standards
pertaining to pharmaceutical and other research.

• Section B offers more detailed and timely guidance on operating
procedures and the requirements for general support for RECs.  It
will be up-dated as new or modified operating procedures are
required, particularly in order to implement new European
legislation.

• Section C is a regularly up-dated resource for RECs and others,
collating current advice on particular ethical issues, as issued by
the Department of Health itself, or by august bodies such as Royal
Colleges, Research Councils or appropriate professional
organisations.

8. Plans for implementation of these Governance Arrangements for NHS
Research Ethics Committees should start now, with a view to establishing the
necessary REC structures and procedures from April 2002.  As an interim
measure, existing RECs – and their membership and administration – may
continue after that date, but should operate according to this new guidance.
All new appointments and new operational and management arrangements
made after that date should conform to these new governance arrangements.
Implementation of new structures and processes should be complete by April
2003.

Further information may be obtained from:

Central Office for Research Ethics Committees (COREC)
Room 76 Block B
40 Eastbourne Terrace
London  W2 3QR

Email: tstacey@doh.gsi.gov.uk
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1 Introduction

1.1 Research is essential to the successful promotion and protection of health and
well-being and to modern and effective health and social care.  It also
contributes to the efficiency and effectiveness of the content, planning,
delivery and monitoring of health and social care.  The National Health and
Social Services have a key role in enabling relevant research of good quality,
and as part of the NHS, Research Ethics Committees (RECs) share in this
duty.

1.2 There is now a quality and accountability framework within which research is
to be undertaken in the NHS.  This framework is described in the DH
Research Governance Framework for Health and Social Care.  In that
guidance, particular reference is made to the duties and accountability of all
NHS organisations that agree to host any research, whether undertaken by its
own employees or by others.  The Guide to collaboration in Research between
the NHS and other research funders sets out additional factors relevant to
collaboration on R&D in the NHS.

1.3 The Research Governance Framework states that the dignity, rights, safety and
well-being of participants must be the primary consideration in any research
study. The Department of Health requires that all research falling within
certain categories (set out in 3.1) is reviewed independently to ensure it meets
the required ethical standards.

1.4 For research in the NHS, this independent review must be obtained from a
Research Ethics Committee recognised for that purpose by the Department of
Health.  For research in Health and Social Care occurring outside the NHS, it
is recommended that an opinion should be obtained from an NHS REC, or
from an REC meeting the general standards for NHS RECs laid down in this
document.

1.5 The decision that a research project may proceed is an important management
responsibility involving the availability of resources, financial implications,
and ethical issues.  Before undertaking or hosting any research, an NHS
organisation must ensure that a favourable opinion on the ethics of the
proposed research has been obtained from an appropriate REC.  Research may
not be started until this has been obtained.

1.6 The research sponsor is also required to ensure that a favourable opinion on
the ethics of the proposed research has been obtained from an appropriate
REC.

1.7 Irrespective of the host or sponsor of the proposed research, it is the
responsibility of the named principal investigator to apply for approval by the
REC.  This person retains responsibility for the scientific and ethical conduct
of the research.

1.8 The requirements concerning application to RECs set out in this document
apply to all research conducted within the NHS.  This includes research
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conducted by those already having clinical responsibility for the research
participants, by other NHS staff, and by those who have no other association
with the NHS beyond the particular research project.

1.9 Should it wish to do so, an NHS organisation itself may corporately seek
advice directly from an REC about ethical issues relating to research that it
wishes to commission or host.

1.10 The protection of research participants is best served by close co-operation
and efficient communication amongst all those who share the responsibility
for it.  Whilst not sacrificing the independence of their decision on the ethics
of a proposal, RECs should, where appropriate, work closely with actual and
potential participants, researchers, funders, sponsors, employers, care
organisations and professionals - and each other - in order to achieve this goal.
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2 The role of Research Ethics Committees

2.1 Research Ethics Committees are the committees convened to provide the
independent advice to participants, researchers, funders, sponsors, employers,
care organisations and professionals on the extent to which proposals for
research studies comply with recognised ethical standards.

2.2 The purpose of a Research Ethics Committee in reviewing the proposed study
is to protect the dignity, rights, safety and well-being of all actual or potential
research participants.  It shares this role and responsibility with others, as
described in the Research Governance Framework for Health and Social
Care.

2.3 RECs are responsible for acting primarily in the interest of potential research
participants and concerned communities, but they should also take into
account the interests, needs and safety of researchers who are trying to
undertake research of good quality.  However, the goals of research and
researchers, while important, should always be secondary to the dignity,
rights, safety, and well-being of the research participants.

2.4 RECs also need to take into consideration the principle of justice.  This
requires that the benefits and burdens of research be distributed fairly among
all groups and classes in society, taking into account in particular age, gender,
economic status, culture and ethnic considerations.  In this context the
contribution of previous research participants should also be recalled.

2.5 RECs should provide independent, competent and timely review of the ethics 
of proposed stud ies.  Although operating within the Governance Framework 
determined by the Department of Health, in their decision-making RECs need 
to have independence from political, institutional, profession-related or market
influences. They need similarly to demonstrate competence and efficiency in 
their work, and to avoid unnecessary delay.

2.6 In common with all those involved in research in the NHS and Social Care 
environments, RECs should have due regard for the requirements of relevant 
regulatory agencies and of applicable laws.  It is not for the REC to provide 
specific interpretation of regulations or laws, but it may indicate in its advice 
to the researcher and host institution where it believes further consideration 
needs to be given to such matters.
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3 The remit of an NHS REC

3.1 Ethical advice from the appropriate NHS REC is required for any research
proposal involving:

a. patients and users of the NHS.  This includes all potential research
participants recruited by virtue of the patient or user’s past or present
treatment by, or use of, the NHS.  It includes NHS patients treated under
contracts with private sector institutions

b. individuals identified as potential research participants because of their
status as relatives or carers of patients and users of the NHS, as defined
above

c. access to data, organs or other bodily material of past and present NHS
patients

d. fetal material and IVF involving NHS patients

e. the recently dead in NHS premises

f. the use of, or potential access to, NHS premises or facilities

g. NHS staff – recruited as research participants by virtue of their
professional role.

3.2 If requested to do so, an NHS REC may also provide an opinion on the ethics
of similar research studies not involving the categories listed above in section
3.1, carried out for example by private sector companies, the Medical
Research Council (or other public sector organisations), charities or
universities.

3.3 The appropriate REC in each case is one recognised for this purpose by the
Health Authority within the area of which the research is planned to take
place.

3.4 This will normally be one established by the Health Authority itself within its
geographical area – currently called a Local Research Ethics Committee
(LREC).

3.5 For the purposes of ethical review of the research proposal, a research “site” is
defined as the geographical area covered by one Health Authority, whether the
research is based in institution(s) or in the community.  Even when the
research may physically take place at several locations within that
geographical boundary, a favourable ethical opinion on the research protocol
is required from only one NHS REC within that Health Authority boundary.

3.6 Where the research is planned to take place at more than one “site” as defined
above, different arrangements apply. (See Chapter 8).
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3.7 For research involving gene therapy, application should be made to the Gene
Therapy Advisory Committee (GTAC).  (Further details are given in Section
B).

3.8 For clinical research that involves xenotransplantation, application should be
made to the United Kingdom Xenotransplantation Interim Regulatory
Authority (UKXIRA).  (Further details are given in Section B).

3.9 Certain types of research specified under the Human Fertilisation and
Embryology Act, 1990, may not proceed without a licence from the Human
Fertilisation and Embryology Authority, from whom further information may
be obtained.  Research Ethics Committee approval is also required. (See
Section B).

3.10 Specific arrangements are in place for ethical review of research on prisoners.
(See Section B).

3.11 Research on clients of Social Services  (i.e. participants recruited by virtue of
their past or present status as clients of Social Services), including those cared
for under contracts with private sector care providers, should have the
favourable opinion of a Research Ethics Committee which meets the same
general standards as NHS RECs in respect of composition, review process and
general operating procedures.  (Details of the arrangements for ethical review
of research in Social Care taking place outside the NHS are under review, and
will be published at a later date).
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4 Establishment and support of NHS RECs

4.1 Research Ethics Committees with the authority to offer an opinion on research
within the NHS may only be established and governed by Health Authorities
or the Department of Health.

4.2 Health Authorities are accountable for the establishment, support, training and
monitoring of all NHS Local Research Ethics Committees (LRECs) within
their boundary.  Each Health Authority should identify a named officer who is
not otherwise directly involved in REC administration who will have lead
responsibility for the governance of Research Ethics Committees on behalf of
the Chief Executive (who has overall accountability).

4.3 It is the responsibility of the appointing Authority to set an annual budget for
the adequate support of the REC(s) for which it is accountable, irrespective of
any income received from charges made for review in cases where this is
appropriate.

4.4 The Department of Health is responsible for these functions for Multi-centre
Research Ethics Committees (MRECs), for the Gene Therapy Advisory
Committee (GTAC), and for the United Kingdom Xenotransplantation Interim
Regulatory Authority (UKXIRA).

4.5 RECs are not accountable in any way to NHS Trusts, and in particular are
separate from Trust R&D Departments in respect of the accountability for
their operational processes and decision-making.

4.6 RECs are not in any way management arms of any NHS organisation, and
have no management role.  They are advisory committees to, not sub-
committees of, NHS organisations.

4.7 A Health Authority is responsible for identifying the REC (or RECs) that
routinely provides ethical advice on research proposals arising within its own
boundaries.  This will usually be an LREC or LRECs that it has itself
established.

4.8 A Health Authority shall establish sufficient LRECs within its boundary to
cope with the workload, and must provide adequate administrative support for
their business.  The RECs within a Health Authority boundary should work
collaboratively, and a common administrative structure or network should be
established, so that applications can be directed to the most appropriate
committee.

4.9 Similarly, for practical management purposes neighbouring Health Authorities
may agree to collaborate on the establishment, maintenance and administration
of one or more shared LRECs, but the accountability of each Health Authority
remains.
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Education and Training of REC Members and Administrators

4.10 REC members have a need for initial and continuing education and training
regarding research ethics, research methodology and research governance.

4.11 Appointing Authorities shall provide, within the annual budget for its REC(s),
resources for such training, guidance on which will be issued by the
Department of Health.

Office operation and support

4.12 The appointing Authority is responsible for providing suitable and discrete
facilities in which the work of the REC officers and administrators can be
undertaken in a confidential manner.  These facilities should include adequate
provision for handling and storing confidential documents.

4.13 Administrative staffing of the REC office should be sufficient to provide a
comprehensive service to the REC, to researchers and, where appropriate, to
the NHS.  The administrator should have a sound knowledge of the Research
Governance Framework, be trained in the work of RECs, and be of sufficient
seniority to provide detailed operational advice to the REC officers and to
researchers.

Legal Liability

4.14 The appointing Authority will take full responsibility for all the actions of a
member in the course of their performance of his or her duties as a member of
the REC other than those involving bad faith, wilful default or gross
negligence.  A member should, however, notify the appointing Authority if
any action or claim is threatened or made, and in such an event be ready to
assist the Authority as required.
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5 Membership requirements and process

5.1 RECs should be constituted to ensure the competent review and evaluation of
all ethical aspects of the research projects they receive, and to ensure that their
tasks can be executed free from bias and influence that could affect their
independence in reaching their decision.

5.2 The Health Authority is responsible for appointment of LREC members.  The
Department of Health or its appointed agent is responsible for the appointment
of members of MRECs, GTAC and UKXIRA.

5.3 Appointment of members shall be by an open process, compatible with the
Nolan standards.  Vacancies should be filled following public advertisement in
the press, and/or by advertisement via local professional and other networks as
most appropriate to the vacancy to be filled.  Potential candidates shall be
required to complete an application form.  The process for selection of
members shall be laid down in Standard Operating Procedures.

5.4 An appointed member must be prepared to have published his/her full name,
profession and affiliation.  When making appointments, conflicts of interest
should be avoided if at all possible.  Where unavoidable there should be
transparency with regard to such interests, and they should be recorded and
published with the above personal details.

5.5 Normally an appointed member shall be required to attend in full at least two
thirds of all scheduled REC meetings in each year, barring exceptional
circumstances.  (See 6.15 below).

5.6 As a condition of appointment, a member must agree to take part in initial and
continued education appropriate to his or her role as an REC member.

5.7 An appointed member shall be expected to maintain confidentiality regarding
meeting deliberations, applications, information on research participants, and
related matters.

5.8 The appointed member shall be informed in writing of the terms of the
appointment, including its duration, the policy for renewal, the disqualification
procedure and the resignation procedure, the policy concerning declaration of
interests, and details of allowable expenses.

5.9 The appointing Authority shall provide each appointed member with a
personal statement regarding the indemnity provided, and its conditions.

5.10 Members should be appointed for fixed terms, normally five years.  Terms of
appointment may be renewed, but not normally more than two consecutive
terms should be served on the same REC.  A member may however
subsequently serve on another REC.  Simultaneous service on both an MREC
and LREC is permitted.
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5.11 The appointing Authority shall ensure that a rotation system for membership is
in place that allows for continuity, the development and maintenance of
expertise within the REC, and the regular input of fresh ideas.



13

6 Composition of an REC

6.1 An REC should have sufficient members to guarantee the presence of a
quorum (see 6.11) at each meeting.  The maximum should be 18 members.
This should allow for a sufficiently broad range of experience and expertise,
so that the scientific, clinical and methodological aspects of a research
proposal can be reconciled with the welfare of research participants, and with
broader ethical implications.

6.2 Overall the REC should have a balanced age and gender distribution.
Members should be drawn from both sexes and from a wide range of age
groups.  Every effort should also be made to recruit members from black and
ethnic minority backgrounds, as well as people with disabilities.  This should
apply to both expert and lay members.

6.3 RECs should be constituted to contain a mixture of “expert” and “lay”
members.  At least three members must be independent of any organisation
where research under ethical review is likely to take place.

Expert members

6.4 The “expert” members of the committee shall be chosen to ensure that the
REC has the following expertise:

• relevant methodological and ethical expertise in:
- clinical research
- non-clinical research
- qualitative or other research methods applicable to

health services, social science and social care research.
• clinical practice including:

- hospital and community staff (medical, nursing and
other)

- general practice
• statistics relevant to research
• pharmacy

Lay members

6.5 At least one third of the membership shall be “lay” members who are
independent of the NHS, either as employees or in a non-executive role, and
whose primary personal or professional interest is not in a research area.

6.6 The “lay” membership can include non-medical clinical staff who have not
practised their profession for a period of at least five years.

6.7 At least half of the “lay” members must be persons who are not, and never
have been, either health or social care professionals, and who have never been
involved in carrying out research involving human participants, their tissue or
data.
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Non-representative role

6.8 Despite being drawn from groups identified with particular interests or
responsibilities in connection with health and social care issues, REC
members are not in any way the representatives of those groups.  They are
appointed in their own right, to participate in the work of the REC as equal
individuals of sound judgement, relevant experience and adequate training in
ethical review.

NHS Staff as members

6.9 NHS organisations should provide encouragement to their staff who wish to
serve as members of RECs.  The time required for undertaking such service
and the necessary training should be protected, and form a recognised part of
the individual’s job plan.

Specialist referees

6.10 The Chair and Administrator may seek the advice of specialist referees on any
relevant aspects of a specific research proposal that lie beyond the expertise of
the members.  These referees may be specialists in ethical aspects, specific
diseases or methodologies, or they may be representatives of communities,
patients, or special interest groups.  Such referees are not voting members of
the committee, and should not be involved in the business of the committee
other than that related to the specific research proposal in question.  Terms of
reference for independent referees should be established.  Their advice should
be recorded in the minutes.

Quorum requirements

6.11 For meetings at which research ethical review is undertaken, a quorum shall
consist of seven members.  It shall include the Chair and/or Vice-Chair, at
least one “expert” member with the relevant clinical and/or methodological
expertise, one “lay” member as defined in 6.7 above, and at least one other
member who is independent of the institution or specific location where the
research is to take place.

Committee Officers

6.12 The Chair and Vice-Chair shall be appointed as such by the appointing
Authority after consultation with the REC Administrator and committee
members.  The appointees should have had at least one year’s experience of
the work of RECs.  Those appointed should have received personal training in
research ethics reviewing, and possess the relevant chairing skills.  Potential
candidates should be offered any necessary supplementary training prior to
appointment.

6.13 To facilitate communication, the REC may wish to designate a suitably
qualified individual as Scientific Officer, who will be the principal point of
liaison with applicants for more detailed discussion of issues related to the
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content of applications, and who can if necessary represent the committee at
scientific management discussions.  Depending on their background and
personal expertise, this could be the Chair, Vice-Chair or Administrator, but
need not necessarily be so.  This work may be shared by other REC members.

6.14 The process for appointment of all officers shall be laid down in the standard
operating procedures.

Deputies

6.15 Where a member provides unique expertise to the REC (e.g. pharmacy or
statistical advice) the REC may, if necessary, make arrangements to appoint
deputies for individual members of the committee.  These deputies must have
undergone the same recruitment, selection and appointment procedure as the
named members, and must also have been trained in ethical review.  When
deputising, these members are considered full members of the committee.  The
names of deputies should be recorded in the Annual Report.

6.16 However, attendance of the member at the scheduled meetings must be of
sufficient frequency to ensure their effective contribution to the work of the
committee.

Observers

6.17 Observers, who shall play no part in the committee’s deliberations, may be
invited subject to the minuted agreement of the REC, and subject to written
invitation giving the terms under which observer status is permitted.  Such
observers should have no vested interest in, or scientific or management
responsibility for, any applications being considered.  Observers should be
allowed only if they accept in writing the same duty of confidentiality as REC
members.
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7 Working procedures

7.1 Good standard operating procedures and accurate record keeping are
important.  Standard operating procedures shall be drawn up in line with
national guidance, and approved by the appointing Authority.  These standard
operating procedures should be publicly available.

7.2 RECs shall have standard operating procedures that state:

• the Authority under which the REC is established
• the functions and duties of the REC
• membership requirements
• the terms and conditions of appointment
• the officers and the structure of the secretariat
• internal procedures
• quorum requirements
• procedures for considering applications

7.3 Standard operating procedures shall be compatible with European and UK
law, and, where appropriate, to the relevant provisions in Good Clinical
Practice.

7.4 RECs shall act in accordance with their written standard operating procedures.
The appointing Authority is responsible for the governance of the REC in this
respect, and should ensure that account is taken of all guidance issued by the
Department of Health.

7.5 An REC shall make its decisions at scheduled meetings at which a quorum is
present.

7.6 All reimbursement for work or expenses, if any, within or related to an REC
should be recorded and made available, by the Authority, to the public on
request.

7.7 The REC should keep a register of all the proposals that come before it.  This
register will be available for public consultation.  Appropriate sections shall be
shared with the relevant NHS bodies hosting the research, for the purposes of
governance and management.  The register should form the basis of the REC’s
Annual Report to its appointing Authority.

7.8 An REC should retain all relevant records for a period of at least three years
after completion of a research project, and should make them available upon
request to any regulatory authorities.

7.9 The REC should always be able to demonstrate that it has acted reasonably in
reaching a particular decision.  When research proposals are rejected by the
REC, the reasons for that decision should be made available to the applicant.
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7.10 RECs should consider valid applications in a timely manner.  A decision
should be reached and communicated to the applicant within 60 calendar days
of the submission of a valid application.

7.11 After an initial review, any further written information or clarification may be
requested from the applicant on one occasion only.  During this period, the
time-frame is suspended and does not recommence until a response
satisfactory to the REC is received.  A final decision should then be made and
communicated to the applicant within the total of 60 days.  For multi-centre
research, this time frame includes consideration of the locality issues.

7.12 Amendments submitted once the research has started shall be considered at its
next meeting by the REC that approved the original protocol, and an answer
given to the applicant within a total of 35 days.  However, where the
amendment is substantial (for example requiring additional interventions to
research participants), it may need to be treated by the REC as a new
application requiring full ethical review within the standard 60-day timeframe.

7.13 It follows that there should be a sufficient frequency of REC meetings within a
Health Authority “site” to complete the business in a timely manner.  It is
recommended that individual RECs meet monthly, but that the timing of
meeting of the individual RECs within one Health Authority “site” should be
staggered.

7.14 Any local procedures for expedited review (where appropriate) outside the
normal committee cycle shall be described in the standard operating
procedures.  (See Section B).

7.15 The ethical review by the REC should occur in parallel with the consideration
of the proposed research by NHS host organisations (usually by its R&D
Directorate) and any relevant regulatory authorities, e.g. the Medicines
Control Agency.

7.16 An REC should not be expected to accept a workload that compromises the
quality of ethical review.  When this is likely, the Authority should establish
additional RECs, or make formal arrangements for other RECs (e.g. from
neighbouring Health Authorities) to provide an opinion.

Confidentiality of proceedings

7.17 REC members do not sit on the committee in any representative capacity and
need to be able to discuss freely the proposals that come before them.  For
these reasons REC meetings will normally be held in private.

7.18 However, a summary of details of the application shall be made publicly
available once the final decision on the application is ratified by the REC.
These shall include:

• the names of the researcher and sponsor
• and of the research site
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• a simple summary of the research proposal comprehensible to a lay person
• the issues discussed by the committee and the committee’s conclusions
• and its overall opinion.

 Producing an Annual Report

7.19 Within six months of the end of each financial year, an LREC should submit
its Annual Report to the appointing Authority, which shall consider it at a
scheduled open meeting of the Authority to which the REC members are
invited.  In the case of LRECs, copies should be sent to all the NHS bodies
within the Authority’s boundaries.

7.20 The report, which should be available for public inspection, should include:

• the names, affiliations and occupations of committee members and of
deputies (if used)

• number and dates of meetings held
• attendance of members
• a list of proposals considered, and the decisions reached on each
• the time taken from acceptance of application to final decision on each

proposal
• a list of projects completed or terminated during the year
• the training undertaken by the committee and by its members

7.21 Similarly, each MREC shall produce its Annual Report (to include the same
category items) for presentation to the Department of Health, and for
publication.

Advice to non-NHS bodies

7.22 Not all medical, other health-related or social care research takes place within
the NHS or public sector Social Services.  All those conducting such external
research should be encouraged to submit their research proposals to an NHS
REC for advice, and the REC should accept for consideration all such valid
applications that meet the relevant standards.   In such cases, the REC should
report to the appointing Authority the cost of its work so that the cost can be
recovered from the outside body conducting the research, if appropriate.

Following up and reports

7.23 Once the REC has given a favourable opinion, the researcher is required to
notify the committee, in advance, of any proposed deviation from the original
protocol.  The committee may then wish to review its decision.

7.24 No deviation from, or changes to, the protocol shall be initiated by the
researcher without the prior written approval of the REC, save where this is
necessary to eliminate immediate hazards to research participants or when the
change involves only logistical or administrative aspects of the research.   In
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these cases, the changes may be implemented immediately, but the REC must
be informed within seven days.  The REC may then reconsider its opinion.

7.25 The research sponsor is responsible for ensuring that arrangements are in place
to review significant developments as the research proceeds (particularly those
which put the safety of individuals at risk) and to approve any modifications to
the design of the research protocol.  These modifications must be submitted to
the REC and a favourable opinion obtained before implementation (except
when there are immediate hazards to research participants, when the process
laid out in 7.24 above shall apply).

7.26 The REC should indicate at the time of approval any progress reports it
requires from time to time from the applicant.  It shall request a final report to
be delivered within three months of completion.

7.27 The REC shall require, as a minimum, an annual report from the researcher,
and shall reconsider its opinion at that stage.  Where the REC considers the
degree of risk demands it, more frequent reports and subsequent interim
review shall be required.

7.28 Where the research is terminated prematurely, a report shall be required within
15 days, indicating the reasons for early termination.

7.29 RECs may also ask to receive reports of inspections by other authorities.

7.30 Reports to the committee should also be required if there are any other unusual
or unexpected results which raise questions about the safety of the research.
(See Section B for further details).

7.31 Reports on success (or difficulties) in recruiting participants provide the REC
with useful feedback on perceptions of the acceptability of the project among
potential research participants.  RECs may wish to request such reports where
they anticipate potential difficulties.

7.32 On the basis of any such reports, the REC may wish to review its decision.
Failure to produce such required reports without a reason acceptable to the
REC may result in suspension of the REC’s favourable opinion, in which case
the research must cease.

7.33 Other than by means of these required progress reports, the REC has no
responsibility for pro-active monitoring of research, the accountability for
which lies with the host NHS institution, but the REC may wish to be
reassured of the process for such monitoring in certain specific cases.

7.34 A member of an REC who becomes aware of a possible breach of good
practice in research should report this initially to the Chair and Administrator
of the REC, who shall inform the appointing Authority.  The Authority’s
officers shall be accountable for taking appropriate action.
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Second ethical review when an REC declines to give a favourable opinion

7.35 Exceptionally, a further review of the protocol may be undertaken by a second
REC.  (Details of the procedure for a second REC review are given in Section
B).
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8 Multi-centre Research

8.1 For the purpose of ethical review of research, a research “site” is defined as
the geographical area covered by a single Health Authority, and includes all
the research institutions and localities within it. (See also paragraph 3.5).

8.2 For the present, multi-centre research will continue to be defined as research
carried out within five or more “sites”, i.e. the area covered by five or more
Health Authority boundaries, irrespective of the number of LRECs within
each Authority.

8.3 For research taking place in from two to four sites, application should be made
to one LREC within each of the Health Authority boundaries.  However, when
a favourable opinion has been obtained from the first Health Authority’s
LREC, the second, third and fourth Health Authorities may, on the advice of
their own LRECs, accept that opinion with further review by their own LREC
only of the “locality issues”.  (Further details of this process, which is similar
to that which currently operates with MRECs, are provided in Section B).

8.4 If recruitment is planned in five (or more) sites, irrespective of whether
existing LREC approval in up to four sites has been already given, application
is then required to a Multi-centre Research Ethics Committee (MREC).  A
favourable opinion of an MREC then covers the whole of the United
Kingdom.

8.5 If the MREC declines to give a favourable opinion on the application, any
existing approval by LRECs still stands, but those LRECs shall be informed of
the MREC’s decision (and its reasons).

8.6 Once an MREC has declined approval, no further application using the same
proposal may be made to any LREC.

Consideration of “locality” issues

8.7 The MREC (or “lead” LREC – see 8.3 above) undertakes the review of the
ethics of the research protocol, including the content of the patient information
sheet and consent form.  No further ethical review of these items shall be
undertaken by other RECs (except in the process of a “second review”
described in 7.35 above).

8.8 The “locality issues” are limited to:

• the suitability of the local researcher
• the appropriateness of the local research environment and facilities
• specific issues relating to the local community, including the need for

provision of information in languages other than English

8.9 The LREC should satisfy itself that the “locality issues” have been adequately
considered, and that it can approve them.  In undertaking consideration of the
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“locality issues” the REC should work closely with the NHS host organisation,
which also has a responsibility for research conduct and safety.

8.10  LRECs and local NHS trusts should set up administrative mechanisms to
facilitate such joint working.  The detailed assessment of the “locality issues”
may be undertaken on behalf of the NHS either directly by an LREC itself (or
its officers), or by the NHS host (if it is a Trust) with the prior agreement of
the LREC.  In the latter case the Trust shall inform the LREC of the outcome
of the process.  The LREC shall consider the advice of the Trust and, if
accepted, shall record its approval in LREC minutes.  For multi-centre
research, the research may not proceed until the LREC has informed the
approving MREC of its lack of objection with respect to the “locality issues”.
(Further details of this process are described in Section B).

8.11 The consideration of “locality issues” should occur in parallel with the
consideration of ethical review of the research protocol by the MREC or
“lead” LREC.

8.12 The decision on the “locality issues” should be made and communicated
within 60 days of receipt of a valid application for this purpose.

Multi-centre research where there is no “local” researcher

8.13 For multi-centre research where there is no “local” researcher, and where this
is confirmed by the MREC (or “lead” LREC – see 8.3 above) during its
review of the research protocol, no specific consideration of “locality” issues
by an LREC may be needed and the overall process of review may thus be
expedited.  Approval by the host NHS organisation is still required before the
research may proceed.  (Details of the operational process are given in
Section B).
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9 The Process of Ethical Review of a Research Protocol

The Review

9.1 All properly submitted and valid applications shall be reviewed in a timely
fashion and according to an established review procedure described in the
REC’s standard operating procedures.  A valid application is one which has
been submitted by an appropriate investigator, is complete, with all the
necessary documents attached, and is signed and dated.

9.2 RECs shall meet regularly on scheduled dates that are announced in advance.
Meetings should be planned in accordance with the needs of the workload, but
RECs must meet the time standards for review.

9.3 REC members should be given enough time in advance of the meeting to
review the relevant documents.

9.4 Meetings shall be minuted.  There should be an approval procedure for the
minutes.

9.5 The applicant (and if appropriate, the sponsor and/or other investigators) shall
be invited to be available to elaborate on or clarify specific issues as required
by the REC at its meeting.  An REC should not cause unnecessary delay by
deferring consideration of an application when the necessary further
information it requires could have been obtained from the applicant at the first
review meeting.

9.6 Independent expert referees may be invited by the Chairman to attend the
meeting or to provide written comments, subject to applicable confidentiality
agreements.

Elements of the review

9.7 The primary task of an REC lies in the ethical review of research proposals
and their supporting documents, with special attention given to the nature of
any intervention and its safety for participants, to the informed consent
process, documentation, and to the suitability and feasibility of the protocol.

9.8 The Research Governance Framework makes it clear that the sponsor is
responsible for ensuring the quality of the science.  Paragraphs 2.3.1 and 2.3.2
state that:

• “It is essential that existing sources of evidence, especially systematic
reviews, are considered carefully prior to undertaking research. Research
which duplicates other work unnecessarily or which is not of sufficient
quality to contribute something useful to existing knowledge is in itself
unethical.

• All proposals for health and social care research must be subjected to
review by experts in the relevant fields able to offer independent advice on
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its quality.  Arrangements for peer review must be commensurate with the
scale of the research.”  

9.9 Thus, protocols submitted for ethical review should already have had prior
critique by experts in the relevant research methodology, who should also
comment on the originality of the research.  It is not the task of an REC to
undertake additional scientific review, nor is it constituted to do so, but it
should satisfy itself that the review already undertaken is adequate for the
nature of the proposal under consideration.

9.10 If the committee is of the opinion that the prior scientific review
commensurate with the scale of the research is not adequate (including
adequate statistical analysis), it should require the applicant to re-submit the
application having obtained further expert review.

9.11 In addition to considering prior scientific review, RECs need to take into
account the potential relevance of applicable laws and regulations.  It is not the
role of the REC to offer a legal opinion, but it may advise the applicant and
the host NHS body whenever it is of the opinion that further expert legal
advice might be helpful to them.

Requirements for a favourable opinion

9.12 Before giving a favourable opinion, the REC should be adequately reassured
about the following issues, as applicable:

9.13 Scientific design and conduct of the study:

a. the appropriateness of the study design in relation to the objectives of the
study, the statistical methodology (including sample size calculation where
appropriate), and the potential for reaching sound conclusions with the
smallest number of research participants

b. the justification of predictable risks and inconveniences weighed against
the anticipated benefits for the research participants, other present and
future patients,  and the concerned communities

c. the justification for use of control arms in trials, (whether placebo or active
comparator), and the randomisation process to be used

d. criteria for prematurely withdrawing research participants

e. criteria for suspending or terminating the research as a whole

f. the adequacy of provisions made for monitoring and auditing the conduct
of the research, including the constitution of a data safety monitoring
committee (DSMC)

g. the adequacy of the research site, including the supporting staff, available
facilities, and emergency procedures.  For multi-centre research, these
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locality issues will be considered separately from the ethical review of the
research proposal itself

h. the manner in which the results of the research will be reported and
published.

9.14 Recruitment of research participants

a. the characteristics of the population from which the research participants
will be drawn (including gender, age, literacy, culture, economic status
and ethnicity) and the justification for any decisions made in this respect

b. the means by which initial contact and recruitment is to be conducted

c. the means by which full information is to be conveyed to potential
research participants or their representatives

d. inclusion criteria for research participants

e. exclusion criteria for research participants.

9.15 Care and protection of research participants

a. the safety of any intervention to be used in the proposed research

b. the suitability of the investigator(s)’s qualifications and experience for
ensuring good conduct of the proposed study

c. any plans to withdraw or withhold standard therapies or clinical
management protocols for the purpose of the research, and the
justification for such action

d. the health and social care to be provided to research participants during
and after the course of the research

e. the adequacy of health and social supervision and psychosocial support
for the research participants

f. steps to be taken if research participants voluntarily withdraw during the
course of the research

g. the criteria for extended access to, the emergency use of, and/or the
compassionate use of study products

h. the arrangements, if appropriate, for informing the research participant’s
general practitioner, including procedures for seeking the participant’s
consent to do so

 i. a description of any plans to make the study product available to the
research participants following the research
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j. a description of any financial costs to research participants

k. the rewards and compensations (if any) for research participants
(including money, services and/or gifts)

l. whether there is provision in proportion to the risk for
compensation/treatment in the case of injury/disability/death of a
research participant attributable to participation in the research;  the
insurance and indemnity arrangements

m. the nature and size of any grants, payments or other reward to be made to
any researchers or research hosts

n. circumstances that might be lead to conflicts of interest that may affect
the independent judgement of the researcher(s).

9.16 Protection of research participants’ confidentiality

a. a description of the persons who will have access to personal data of the
research participants, including medical records and biological samples

b. the measures taken to ensure the confidentiality and security of personal
information concerning research participants

c. the extent to which the information will be anonymised

d. how the data/samples will be obtained, and the purposes for which they
will be used

e. how long the data/samples will be kept

f. to which countries, if any, the data/samples will be sent

g. the adequacy of the process for obtaining consent for the above.

9.17 Informed consent process

a. a full description of the process for obtaining informed consent,
including the identification of those responsible for obtaining consent,
the time-frame in which it will occur, and the process for ensuring
consent has not been withdrawn

b. the adequacy, completeness and understandability of written and oral
information to be given to the research participants, and, when
appropriate, their legally acceptable representatives

c. clear justification for the intention to include in the research individuals
who cannot consent, and a full account of the arrangements for obtaining
consent or authorization for the participation of such individuals
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d. assurances that research participants will receive information that
becomes available during the course of the research relevant to their
participation (including their rights, safety and well-being)

e. the provisions made for receiving and responding to queries and
complaints from research participants or their representatives during the
course of a research project.

9.18 Community considerations

a. the impact and relevance of the research on the local community and on
the concerned communities from which the research participants are
drawn

b. the steps which had been taken to consult with the concerned
communities during the course of designing the research

c. the extent to which the research contributes to capacity building, such as
the enhancement of local healthcare, research, and the ability to respond
to public health needs

d. a description of the availability and affordability of any successful study
product to the concerned communities following the research

e. the manner in which the results of the research will be made available to
the research participants and the concerned communities.

Expedited review

9.19 RECs shall establish any procedures necessary for the expedited review of
research proposals.  (See Section B).  These procedures, which should be
described in full in the Standard Operating Procedures, should specify the
following:

a. the nature of the applications, amendments, and other considerations that
will be eligible for expedited review

b. the quorum requirements for expedited review

c. the status of decisions (e.g. whether requiring confirmation by the full
REC or not)

Decision-making

9.20 In making decisions on applications for the ethical review of research, an REC
should take the following into consideration:

a. a member should withdraw from the meeting for the discussion and
decision procedure concerning an application where there arises a
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conflict of interest;  the conflict of interest should be indicated to the
Chair prior to the review of the application, and recorded in the minutes

b. an REC should not review an application in which one of its own
members is a named researcher; such applications should be submitted to
another REC

c. by invitation of the Chair, independent experts or others may take part in
the discussion of the proposal at the REC meeting;  however, a final
decision may only be taken when sufficient time has been allowed for
review and discussion of an application in the absence of non-members
(e.g. the investigator, representatives of the sponsor, independent
experts) from the meeting, with the exception of REC administrative
staff and approved observers

d. decisions should only be made at meetings where a quorum is present

e. the documents required for a full review of the application shall be
complete and the relevant elements mentioned above should be
considered before a decision is made

f. written comments from absent members shall be allowed to inform the
discussion, but only those members who actually participate in the
review by the committee at its meeting shall participate in the decision

g. there should be a pre-determined method for arriving at a decision;  it is
recommended that decisions be arrived at through consensus where
possible.  Where a consensus is not achievable, the REC should vote.

9.21 Advice that is not binding may be appended to the decision.

9.22 In cases of conditional decisions, clear suggestions for revision and the
procedure for having the application re-reviewed should be specified.

9.23 An unfavourable opinion on an application should be supported by clearly
stated reasons.
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10 Submitting an application

10.1 The application shall be submitted by the “principal investigator” who is the
person designated as taking overall responsibility within the team of
researchers for the design, conduct and reporting of the study.  It follows that
the applicant should be of adequate qualification and expertise to fulfil this
important role.

10.2 Where a potential applicant is inexperienced, there should be an identified
supervisor of adequate quality and experience who will counter-sign the
application form, and then share the responsibility for the ethical and scientific
conduct of the research.  A current signed CV of the supervisor should be
submitted with the application.

10.3 RECs should ensure that their requirements for submitting an application for
review are described in an application procedure that is readily available to
prospective applicants.

10.4 Research to be undertaken by students primarily for educational purposes (e.g.
as a requirement for a University degree course) shall be considered according
to the same ethical and operational standards as are applied to other research.
In such cases the supervisor takes on the role and responsibilities of the
sponsor.  In reaching its decision, the REC will wish to consider the broader
overall benefits gained by such research.

Application requirements

10.5 These shall be published by the REC and shall include the following:

a. the name(s) and address(es) of the REC secretariat to which the
application is to be submitted

b. the application form

c. the format for submission

d. any additional documentation

e. the language(s) in which core document(s) are to be submitted

f. the number of copies to be submitted

g. the deadlines for submission of the application in relation to the review
dates

h. the means by which the application will be acknowledged, including
the communication of the incompleteness of the application

i. the expected time for notification of the decision following review
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j. the time frame to be followed in cases where the REC requests
supplementary information or changes to the documents from the
applicant

k. the fee structure, if any, for reviewing an application

l. the application procedure for amendments to the protocol, the
recruitment material, the potential research participant information,
and the information or methods used to obtain consent

m. the process for addressing any disputed decisions.

The documentation

10.6 All documentation required for a thorough and complete review of the ethics
of proposed research should be submitted by the applicant.  This may include,
but is not limited to:

a. signed and dated application form

b. the protocol of the proposed research (clearly identified and dated),
together with supporting documents and references, and details of any
previous scientific peer review

c. a summary, synopsis or diagram (“flowchart”) of the protocol in non-
technical language

d. a description of the ethical considerations involved in the research

e. diary cards and other questionnaires intended for research participants

f. when the research involves a study product (such as a pharmaceutical
or device under investigation), an adequate summary of all safety,
pharmacological, pharmaceutical and toxicological data available on
the study product, together with the summary of the clinical experience
with the study product to date (e.g. recent investigators brochure,
published data, a summary of the product’s characteristics)

g. the applicant(s)’s current curriculum vitae (updated, signed and dated).

h. material to be used (including advertisements) for the recruitment of
potential research participants

i. a full description of the process to obtain and document consent

j. written and other forms of information for potential research
participants (clearly identified and dated) in the language(s) understood
by the potential research participants and, when required, in other
languages
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k. informed consent form (clearly identified and dated) in the language(s)
understood by the potential research participants and, when required,
in other languages

l. a statement describing any compensation for study participation
(including expenses, and access to medical care) to be given to
research participants.

m. a description of the arrangements for indemnity, if applicable

n. a description of the arrangements for insurance coverage for research
participants, if applicable

o. a statement of agreement to comply with ethical principles set out in
relevant guidelines, and the identity of such guidelines

p. all significant previous decisions (e.g. those leading to a negative
decision or a modified protocol) by other RECs or regulatory
authorities for the proposed study (whether in the same location or
elsewhere) and an indication of the modification(s) to the protocol
made on that account.  The reasons for previous negative decisions
should be provided.
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11 Glossary

11.1 Clarification is given here of  the meaning of some of the terms as used in this
document, and as used in the Research Governance Framework for Health
and Social Care.  These meanings are broadly compatible with their use in
other regulatory documents.  Sometimes such documents use alternative
words.

11.2 For some definitions, a list of some “Key responsibilities” is also given where
they are relevant to the role of Research Ethics Committees.  It should be
noted that the responsibilities as listed here are not comprehensive, and further
reference should be made to the text of the Research Governance Framework
for Health and Social Care where there is a complete description.

11.3 Participants: - patients, users, relatives of the deceased, professional carers or
members of the public agreeing to take part in the study.  In some legal and
regulatory documents the term “subject” is used instead.

11.4 Research Ethics Committee – the committee convened to provide
independent advice to participants, researchers, funders, sponsors, employers,
care organisations and professionals on the extent to which proposals for the
study comply with recognised ethical standards.

* Key responsibilities:
• ensuring that the proposed research is ethical and by so doing, protects the

dignity, rights, safety and well-being of participants
• providing public reassurance of that protection

11.5 Principal Investigator - the person designated as taking overall responsibility
within the team of researchers for the design, conduct and reporting of the
study.
Researchers  - those conducting the study at individual sites.

* Key responsibilities:
• developing proposals that are ethical and seeking research ethics

committee approval
• conducting research to the agreed protocol and in accordance with legal

requirements and guidance e.g. on consent
• ensuring participant welfare while in the study
• feeding back results of research to participants

11.6 Funder(s) - organisation(s) providing funding for the study through contracts,
grants or donations to an authorised member of either the employing and/or
care organisation.
Sponsor - the individual, company, institution or organisation which takes
responsibility for the initiation, management and/or financing of a clinical
trial.  The sponsor takes primary responsibility for ensuring that the design of
the study meets appropriate standards and that arrangements are in place to
ensure appropriate conduct and reporting; the sponsor is usually, but does not
have to be, the main funder.

* Key responsibilities:
• assuring the scientific quality of proposed research
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• ensuring research ethics committee approval obtained
• ensuring arrangements in place for the management and monitoring of

research

11.7 Employing Organisation(s) - the organisation(s) employing the principal
investigator and/or other researchers.  The organisation employing the
principal investigator will normally hold the contract(s) with the funder(s) of
the study.  Organisations holding contracts with funder(s) are responsible for
the management of the funds provided.

* Key responsibilities:
• promoting a quality research culture
• ensuring researchers understand and discharge their responsibilities
• taking responsibility for ensuring the research is properly managed and

monitored where agreed with sponsor

11.8 Care Organisation - the organisation(s) responsible for providing care to
patients and/or users and carers participating in the study.
Responsible Care Professional - the doctor, nurse or social worker formally
responsible for the care of the participant while they are taking part in the
study

* Key responsibilities:
• ensuring that research using their patients, users, carers or staff meets the

standard set out in the RGF (drawing on the work of the research ethics
committee and sponsor)

• ensuring research ethics committee approval obtained for all research
• retaining responsibility for research participants’ care

11.9 Favourable opinion  - the term used to describe the decision reached by a
Research Ethics Committee that the proposed research complies with
recognised ethical standards.

11.10 Approval – a term in common usage which merely affirms that the REC has
given a favourable opinion.  It should be noted that, by itself, such approval by
an REC does not entitle a researcher to proceed with the research.  All
research taking place within the NHS additionally requires the “approval” of
the host NHS organisation  - this is an absolute requirement.  To proceed
without this would constitute research misconduct.
Certain types of research will also require the “approval” of other authorities
(e.g. the Medicines Control Agency).

11.11 Rejection – the term used to describe the decision reached by a Research
Ethics Committee that the proposed research does NOT comply with
recognised ethical standards.  Whatever other approval might have been
gained, the research may NOT proceed within the NHS.

11.12 Health Authority -  a body established by the NHS to oversee health matters
for the population of a defined area.  At present these are “District Health
Authorities” but from April 2002, these will be replaced by “Strategic Health
Authorities”.  The term “Health Authority” as used in this document refers to
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the current organisations until April 2002, and subsequently to the Strategic
Health Authorities.


