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RES SOPs (Version 7.6) Summary of Changes, September 2022

How to use this document

This summary of changes document includes all of the revision from version 7.5.1 to version 7.6 of the Research Ethics Service
Standard Operating Procedures (RES SOPSs). The left-hand column shows the wording which was present in version 7.5.1 and
deletions are indicated by strikethrough. The right-hand column shows the wording which is now present in version 7.6 and
additional text is indicated by underline.

General revisions

Updates to reflect changes to process for applications
which are submitted and have been approved via the
CTIMP combined review service.

Updates to remove references to geographical locations
and face to face meetings

Updates to reflect changes to final report submissions
References to Approvals Officer, replaced with Approvals
Specialist or Approvals Administrator or ‘appropriate
member of Approvals Staff’

CTIMP combined review - The combined and co-ordinated

No previous text 20
review process between the MHRA and REC
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Section 1: New applications for ethical review

1.1 An application for ethical review of a research study 1.1 An application for ethical review of a research study should be
should be made by the Chief Investigator (Cl) for that made by the Chief Investigator (CI) for that study. Applications
study. Applications may not be submitted by the may not be submitted by the sponsor(s) on behalf of the Chief
sponsor(s) on behalf of the Chief Investigator. The Chief Investigator. Applications submitted via the combined review
Investigator should normally be professionally based in service are submitted jointly by the Chief Investigator and the
the United Kingdom. For international studies with a co- Sponsor. The Chief Investigator should normally be
ordinating investigator outside the UK, a health professionally based in the United Kingdom. For international
professional based in the UK should normally be studies with a co- ordinating investigator outside the UK, a
nominated as the Chief Investigator responsible for the health professional based in the UK should normally be
conduct of the research in the UK. The REC may agree nominated as the Chief Investigator responsible for the conduct
exceptionally to an application being submitted by a ClI of the research in the UK. The REC may agree exceptionally to
based outside the UK but should consider as part of the an application being submitted by a Cl based outside the UK
ethical review whether adequate arrangements are in but should consider as part of the ethical review whether
place for supervision of the study in the UK. adequate arrangements are in place for supervision of the

study in the UK.

Table A No text to be deleted Table A | Clinical trials of Allocation

investigational medical
products (CTIMPS)
Type of CTIMP

Phase 2a trials Type 3 Recognised NHS
REC
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1.34 For full meetings, the applicant may decline the first 1.34 For full meetings, the applicant may decline the first available
available slot in the UK if hefshe has a preference for a slot in the UK if they have a preference for a particular REC
particular REC thatis-eithergeographically-convenient-or (for example, it has reviewed an earlier phase of the trial).
has-priorknowledge-of closelyrelated-research (for
example, it has reviewed an earlier phase trial efthe
same-medicinal-product).

No previous text 1.43 Applications which have been submitted via the CTIMP
combined review service will be validated by the MHRA. The
MHRA will confirm the validation status to the applicant. The
REC staff do not need to undertake a formal validation check
but should check the application against the validation checklist
and request any missing information or clarifications from the
applicant if required.

1.43 The appropriate validation checklist should always be 1.44 The appropriate validation checklist should always be
completed in HARP. completed in HARP_(not required for applications submitted via

the CTIMP combined review service).

1.47 When an application is valid, the Chief Investigator and 1.48 When an application is valid, the Chief Investigator and
sponsor should be notified. sponsor should be notified (hot required for applications

submitted via the CTIMP combined review setrvice).

1.50 In the case of an invalid application, the Chief 151 In the case of an invalid application, the Chief Investigator

Investigator should be notified of the reasons using SL3.
The application is void and should be removed from the
assigned meeting in HARP. Time permitting, the meeting

should be notified of the reasons using SL3. The application is
void and should be removed from the assigned meeting in
HARP (this does not apply for applications submitted via the
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slot will then become available to be booked into. The
Chief Investigator may re-book and re-submit the
application, in which case it should be treated as a new
application.

CTIMP combined review service, the same meeting slot should
be retained where possible). Time permitting, the meeting slot
will then become available to be booked into. The Chief
Investigator may re-book and re-submit the application, in
which case it should be treated as a new application.

153 Applications should not be made available to REC 1.54 Applications should not be made available to REC members
members unless valid. unless valid. For applications submitted via the CTIMP
combined review service, applications may be provided to REC
members if necessary whilst the outcome of the MHRA
validation is awaited.
No previous text 1.84 For applications submitted via the CTIMP_combined review

service, applications can only be withdrawn up to the point at
which an initial outcome has been issued. If an applicant
chooses to withdraw an application after the initial outcome has
been issued (e.g. where an applicant chooses not to respond
to requests for further information), the application should be
set as not approved and an unfavourable opinion letter issued
with the reason ‘applicant decision to withdraw’.

Section 2: Full meetings of a Research Ethics Committee

228 Members-are normally-expected-to-attend-in-person-but Text deleted
i .
'I“a* a“e'.'d .b5 telﬁeeenlelene_e GII nleleeeenl.elenee with
2.32 The following should not be counted for the purpose of 2.31 The following should not be counted for the purpose of the
the quorum: quorum:
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e Approvals stafffREC Manager or REC Assistant.
e Advisers or referees.

¢ Members who are yet to arrive at the meeting, or
who have left early.

e Members who submit written comments but do

not attend eitherinperson-or-by-teleconference-or

videoconferenee (see paragraph 2.43).

o Deputy members attending alongside the lead
member. If a deputy member chooses to attend a
REC meeting alongside the lead member, they
may take part in the discussion but must not take
part in a vote if a vote needs to be taken to agree
the ethical opinion (see paragraph 2.75).

o Approvals stafffREC Manager or REC Assistant.
e Advisers or referees.

¢ Members who are yet to arrive at the meeting, or who
have left early.

e Members who submit written comments but do not
attend (see paragraph 2.42).

e Deputy members attending alongside the lead member.
If a deputy member chooses to attend a REC meeting
alongside the lead member, they may take part in the
discussion but must not take part in a vote if a vote
needs to be taken to agree the ethical opinion (see
paragraph 2.74).

e Observers to the meeting.

2.7%

If any observer is present, the Chair should verbally

inform any study representative who attends the meeting.

The attending study representative should be given the
opportunity to object to the presence of an observer
(other than an official observer). If there is an objection,
the observer should be asked to leave the meeting reem
for that item. The attendance of observers should be
recorded in the minutes.

2.70

If any observer is present, the Chair should verbally inform any
study representative who attends the meeting. The attending
study representative should be given the opportunity to object
to the presence of an observer (other than an official observer).
If there is an objection, the observer should be asked to leave
the meeting for that item. The attendance of observers should
be recorded in the minutes.

SOPS v7.6 Summary of Changes September 2022
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2.7%

The responsibilities of the-Approvals Officer/REC
I s Adenini : .

in relation to REC meetings are as follows:
(i) Publishing the schedule of REC meetings.
(i) Preparing the agenda.

(i) Allocating lead reviewers.

(iv) Distributing/making available the agenda and

decuments-as-well-as-making-arrangementsforthe
I . : fdontial o 4 .

(v) Inviting Chief Investigators and, where appropriate,
supervisors to attend and making the necessary
arrangements.

i . : _

(vii) Recording apologies for absence prior to the
meeting.

(viii) Recording the attendance of members, deputy
members, referees and observers for the discussion of
each application for ethical review.

(ix) Advising the members as necessary on compliance
with standard operating procedures and, where relevant,
the need for the REC to consider legal requirements
applying to the ethical review (e.g. the criteria for
approval under the UK Mental Capacity Acts). If
clarification on legal or policy matters is required, or the
Approvals Officers/REC Managers have any concerns

The responsibilities of staff in relation to REC meetings are as
follows:

(i) Publishing the schedule of REC meetings.
(i) Preparing the agenda.
(iii) Allocating lead and second reviewers.

(iv) Distributing/making available the agenda and documents
on the HARP Reviewer Portal.

(v) Inviting Chief Investigators and, where appropriate,
supervisors to attend and making the necessary arrangements.

(vi) Recording apologies for absence prior to the meeting.

(vii) Recording the attendance of members, deputy members,
referees and observers for the discussion of each application
for ethical review.

(viii) Advising the members as necessary on compliance with
standard operating procedures and, where relevant, the need
for the REC to consider legal requirements applying to the
ethical review (e.g. the criteria for approval under the UK
Mental Capacity Acts). If clarification on legal or policy matters
is required, or the Approvals Officers/REC Managers have any
concerns about the meeting, the Approvals Officers/REC
Manager should provide this to the Chair after the meeting,
before any ethical opinion is issued.

(ix) Providing guidance to members if inappropriate issues are
raised during the meeting and advising members on the correct
use of ethical decisions.

SOPS v7.6 Summary of Changes September 2022
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about the meeting, the Approvals Officers/REC Manager
should provide this to the Chair after the meeting, before
any ethical opinion is issued.

(x) Providing guidance to members if inappropriate
issues are raised during the meeting and advising
members on the correct use of ethical decisions.

(xi) Making a written record of the meeting.

(xii) Recording individual votes where a vote is taken on
a decision (e.g. 12 for / 3 against).

(xiii) Preparing the minutes of the meeting within 2
working days and obtaining subsequent approval at the
following meeting.

(xiv) Notifying applicants of ethical decisions taken at the
meeting and taking other follow-up action as necessary.

(xv) Recording any material Declaration of Interests
(DOI) and subsequent actions.

(X) Making a written record of the meeting.

(xi) Recording individual votes where a vote is taken on a
decision (e.g. 12 for / 3 against).

(xii) Preparing the minutes of the meeting within 2 working
days and obtaining subsequent approval at the following
meeting.

(xiii) Notifying applicants of ethical decisions taken at the
meeting and taking other follow-up actions, as necessary.

(xiv) Recording any material Declaration of Interests (DOI) and
subsequent actions.

(xv) Checking the meeting is quorate throughout its duration.

2.78

3.1

The minutes of the REC meeting should be prepared by
the-secretary to the meeting.

The minutes of the REC meeting should be prepared by the
relevant members of staff to the meeting.

Section 3: Giving an Ethical Opinion

Under the Clinical Trials Regulations, a REC is required
to give an ethical opinion on an application relating to a
CTIMP (except where paragraph 3.2 applies) within 60

3.1

Under the Clinical Trials Regulations, a REC is required to give
a final ethical opinion on an application relating to a CTIMP
(except where paragraph 3.2 applies) within 60 calendar days

SOPS v7.6 Summary of Changes September 2022
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calendar days of the receipt of a valid application. Where
the REC considers that further information is required in
order to give an opinion, the REC may give a provisional
opinion and make one request in writing for further
information from the applicant. The period of 60 days will
be suspended pending receipt of this information.

of the receipt of a valid application. Where the REC considers
that further information is required in order to give an opinion,
the REC may give a provisional opinion (referred to as a
request for further information for applications submitted via the
CTIMP combined review service) and make one request in
writing for further information from the applicant. For
applications submitted via the CTIMP combined review service,
the initial outcome should be issued within 30 days of receipt of
a valid application. The period of 60 days will be suspended
pending receipt of this information.

3.10

Notification of the decision should be sent to the Chief
Investigator (CI) within at least 10 working days of a full
meeting (preferably fewer), or within 5 working days of a
proportionate review meeting. In the case of projects
undertaken primarily for educational purposes, the
decision letter or email and all further correspondence
should be addressed to the student (or the first named
student on the application if more than one is involved)
and copied to the CI if different. All letters should be in
the name of the Chair of the REC, it is acceptable for the
letter to be signed by a vice- Chair or member of staff
supporting the REC acting under delegated authority
from the Chair. One of the following letters or emalil
templates should be used:

Applications reviewed at a full meeting:

SL5 Favourable opinion
SL6 Unfavourable opinion

3.10

Notification of the decision should be sent to the Chief
Investigator (Cl) within at least 10 working days of a full
meeting (preferably fewer), or within 5 working days of a
proportionate review meeting. For applications submitted via
the CTIMP combined review service, the initial outcome should
be issued in HARP within 28 days of the receipt of a valid
application to allow a period of consolidation with the MHRA
prior to the initial outcome being issued to the applicant by day
30. Inthe case of projects undertaken primarily for educational
purposes, the decision letter or email and all further
correspondence should be addressed to the student (or the
first named student on the application if more than one is
involved) and copied to the CI if different. All letters should be
in the name of the Chair of the REC, it is acceptable for the
letter to be signed by a vice- Chair or member of staff
supporting the REC acting under delegated authority from the
Chair. One of the following letters or email templates should be
used:

Applications reviewed at a full meeting:

SOPS v7.6 Summary of Changes September 2022
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Provisional opinion with request for further information
(this will usually be be sent as a standalone email rather
than as a letter).

SL8 Provisional opinion pending consultation with a
referee.

Applications reviewed by sub-committee under
proportionate review:

SL5 (PR) Favourable opinion

SL6 (PR) Unfavourable opinion

SL7 (PR) Provisional opinion with request for further
information (this will usually be sent as a standalone
email rather than as a letter).

SL8 (PR) No opinion — application referred to full meeting

SL5 Favourable opinion
SL6 Unfavourable opinion

Provisional opinion with request for further information

(this will usually be sent as a standalone email rather than as a
letter — for applications submitted via the CTIMP combined
review service, requests for further information are submitted
via HARP).

SL8 Provisional opinion pending consultation with a referee.

Applications reviewed by sub-committee under proportionate
review:

SL5 (PR) Favourable opinion

SL6 (PR) Unfavourable opinion

SL7 (PR) Provisional opinion with request for further
information (this will usually be sent as a standalone emalil
rather than as a letter).

SL8 (PR) No opinion — application referred to full meeting

3.11

The following information should in all cases be included
in the letter or in enclosures:

« List of requests for further information from the
applicant or additional conditions to be met, including an
explanation of the reasons based on the RECs
discussion.

« A list of all documents reviewed at the meeting, giving
correct version numbers and dates.

3.11

The following information should in all cases be included in the
letter or in enclosures:

* List of requests for further information from the applicant or
additional conditions to be met, including an explanation of the
reasons based on the RECs discussion.

* A list of all documents reviewed at the meeting, giving correct
version numbers and dates.

SOPS v7.6 Summary of Changes September 2022
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« A list of the members who were present for the
discussion of the application or who submitted written
comments on the application prior to the meeting. The list

should-indicate lay-members-and-give the profession-in
the-case-of-expert-members{this will be issued with the

final opinion letter).

« Declarations of interest by members, which were
material to the application, and whether or not the
member concerned took part in the review and voted on
the decision (it is not necessary to give details of the
interests, only that a declaration was made). This will be
included on the final opinion letter.

» The names of any observers present at the meeting.

« The detail of any requests for further information from
the applicant needed before the final opinion can be
issued or any conditions of the favourable opinion, this
will be confirmed on the final opinion letter.

» For non-CTIMPs a list of the members who were present for
the discussion of the application or who submitted written
comments on the application prior to the meeting. The list will
be issued with the final opinion letter. For CTIMPs the
membership list is available on request.

* Declarations of interest by members, which were material to
the application, and whether or not the member concerned
took part in the review and voted on the decision (it is not
necessary to give details of the interests, only that a
declaration was made). This will be included on the Provisional
Opinion status update or final opinion letter (if an outright
Favourable Opinion or Unfavourable Opinion is issued).

» The names of any observers present at the meeting.

 The detail of any requests for further information from the
applicant needed before the final opinion can be issued or any
conditions of the favourable opinion, this will be confirmed on
the final opinion letter.

any conditions to be met prior to the start of the study (or
the start at each site). These should be clearly set out in

the favourable opinion letter. The conditions must be met
in order for the favourable opinion to be in place once the
study starts; until they are met, the study does not have a

%] Gate ot the opinion s the date on which the final opinon | | e 9pinion ofthe REC shoud be entered on HARP.
letter is sent Th_e 'date of th_e opinion is the qlate_ on which 'the fln_al
' opinion letter is sent. For applications submitted via the
CTIMP combined review service, the date of the opinion
is the date the UK final opinion is issued to the applicant.
3.16 When giving a favourable opinion, the REC may specify | 3.16 When giving a favourable opinion, the REC may specify any

conditions to be met prior to the start of the study (or the start
at each site). These should be clearly set out in the favourable
opinion letter. The conditions must be met in order for the
favourable opinion to be in place once the study starts; until
they are met, the study does not have a favourable opinion and

SOPS v7.6 Summary of Changes September 2022
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favourable opinion and should not start. It is the
responsibility of the sponsor to ensure that the specified
conditions are met.

should not start. It is the responsibility of the sponsor to ensure
that the specified conditions are met. For applications
submitted via the CTIMP combined review service, additional
conditions should be issued as a request for further information
prior to confirmation of a final favourable opinion.
Consideration should therefore be given to whether a
provisional opinion would be more appropriate.

information from the applicant, it should decide in the
initial review the procedures for considering that
information and determining the REC'’s final opinion.
These responsibilities should normally be delegated to
one of the following:

3.25 In a CTIMP or a clinical investigation of a medical device, | 3.25 In a CTIMP or a clinical investigation of a medical device, the
the REC should consult the MHRA before giving an REC should consult the MHRA before giving an unfavourable
unfavourable opinion where the reasons include issues opinion where the reasons include issues relating to the safety
relating to the safety of the trial or the sponsor’s planned of the trial or the sponsor’s planned arrangements for safety
arrangements for safety monitoring and should take its monitoring and should take its advice into account. It is strongly
advice into account. It is strongly recommended that, recommended that, where the REC is minded to give an
where the REC is minded to give an unfavourable unfavourable opinion on such grounds, it should issue a
opinion on such grounds, it should issue a provisional provisional opinion setting out the issues of concern, invite the
opinion setting out the issues of concern, invite the sponsor to provide further information addressing these points
sponsor to provide further information addressing these and consult the MHRA in parallel. Procedures for consulting
points and consult the MHRA in parallel. Procedures for MHRA are set out in Section 14. For applications submitted
consulting MHRA are set out in Section 14. via the CTIMP combined review service, the REC should issue

the reasons why a favourable opinion cannot be issued as a
request for further information. The applicant is permitted to
respond prior to the REC confirming the final opinion which
may be unfavourable.

3.27 Where the Committee or sub-committee requests further | 3.27 Where the Committee or sub-committee requests further

information from the applicant, it should decide in the initial
review the procedures for considering that information and
determining the REC'’s final opinion. This also applies to
consolidation with the MHRA for applications submitted via the
CTIMP combined review service. These responsibilities should
normally be delegated to one of the following:

SOPS v7.6 Summary of Changes September 2022
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(i) Designated REC supporting staff (eg. Approvals
Officer/REC Manager).

(i) Officer of the reviewing committee alone.

(i) Officer of the reviewing committee and the
designated lead reviewer for the study.

(iv) Chair or vice-chair, in oral or written consultation with
one or more named members or deputy members that
were present at the meeting or who submitted written
comments on the application, or with a Scientific Officer.

(v) Exceptionally, a Sub-committee involving named
members.

(i) Designated REC supporting staff (e.g. Approvals
Officer/REC Manager).

(i) Officer of the reviewing committee alone.

(ii) Officer of the reviewing committee and the designated lead
reviewer for the study.

(iv) Chair or vice-chair, in oral or written consultation with one
or more named members or deputy members that were
present at the meeting or who submitted written comments on
the application, or with a Scientific Officer.

(v) Exceptionally, a Sub-committee involving named members.

3.30 The application clock should be suspended from the date | 3.30 The application clock should be suspended from the date on
on which the request for further information was sent to which the request for further information was sent to the
the applicant. It should be re-started on the date when a applicant (for applications submitted via the CTIMP combined
complete response is received (“the re-start date”). review service, the clock should be suspended on the date the
Part 1 & Part 2 outcomes are submitted in HARP). It should be
re-started on the date when a complete response is received
(“the re-start date”).
3.33 If the applicant’s response is incomplete or does not 3.33 If the applicant’s response is incomplete or does not appear to

appear to fully address the matters raised, the REC is
entitled to insist on a complete response before issuing
its final opinion. The Approvals Officer/REC Manager
should write to the applicant using SL11 or SL11 (PR) as
applicable, setting out the further information or
clarification still required (the letter may be issued more

fully address the matters raised, the REC is entitled to insist on
a complete response before issuing its final opinion. The
Approvals Officer/REC Manager should write to the applicant
using SL11 or SL11 (PR) as applicable, (issued as an RFI
clarification via HARP for applications submitted via the CTIMP
combined review service) setting out the further information or

SOPS v7.6 Summary of Changes September 2022
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than once if the response continues to be incomplete). It
is recommended that the applicant is contacted to
discuss the outstanding points and clarify what is
expected. The REC is not entitled to raise any new
issues or concerns at this stage of the process. The clock
should remain suspended until a complete response is
received from the applicant.

clarification still required (the letter may be issued more than
once if the response continues to be incomplete). It is
recommended that the applicant is contacted to discuss the
outstanding points and clarify what is expected. The REC is not
entitled to raise any new issues or concerns at this stage of the
process. The clock should remain suspended until a complete
response is received from the applicant.

3.34

4.1

The applicant should normally be allowed a period of no
more than two months to respond to the request for
further information. The provisional opinion letter will
request a response within one month. If the applicant has
not responded within one month, a reminder letter should
be sent using SL12. If no response is received within one
further month, the Approvals OfficeryREC Manager
should normally send SL13 advising that the REC
considers the application to have been withdrawn. The
applicant would then be required to submit a new
application in order to obtain an ethical opinion. However,
the Approvals Officer/REC Manager may extend the two-
month period at the request of the applicant where there
are reasonable grounds for requiring more time to
respond.

3.34

The applicant should normally be allowed a period of no more
than two months to respond to the request for further
information (14 days for applications submitted via the CTIMP
combined review service). The provisional opinion letter will
request a response within one month. If the applicant has not
responded within one month, a reminder letter should be sent
using SL12. If no response is received within one further
month, the Approvals Officer/REC Manager should normally
send SL13 advising that the REC considers the application to
have been withdrawn. The applicant would then be required to
submit a new application in order to obtain an ethical opinion.
However, the Approvals Officer/REC Manager may extend the
two- month period at the request of the applicant where there
are reasonable grounds for requiring more time to respond.

Section 4: Proportionate Review

The Proportionate Review Service (PRS) provides for
proportionate review of research studies raising no
material ethical issues, including projects involving

4.1

The Proportionate Review Service (PRS) provides for
proportionate review of research studies raising no material
ethical issues, including projects involving straightforward

SOPS v7.6 Summary of Changes September 2022
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straightforward issues which can be identified and
managed routinely in accordance with standard research
practice and existing guidelines. Proportionate Review
applications are reviewed by a sub-committee rather than
at a full meeting of a REC, with the final decision being
notified to the applicant within 21 calendar days of receipt
of a valid application. PR sub-committees may meet face
to-face, via teleconference-or via email correspondence.
The meeting format should be agreed locally.

issues which can be identified and managed routinely in
accordance with standard research practice and existing
guidelines. Proportionate Review applications are reviewed by
a sub-committee rather than at a full meeting of a REC, with
the final decision being notified to the applicant within 21
calendar days of receipt of a valid application. PR sub-
committees may meet via videoconference or via email
correspondence. The meeting format should be agreed locally.

Section 5: Assessing the suitability of research sites

and the devolved administrations is that therequirement
fer a single ethical-opinion should apply generally to all
multi-site research within the UK. The only exception to
this is where-for non-CTIMPs involving adults unable to
consent for themselves and taking place at sites in both
England or Wales and Scotland. In this case, two
separate opinions must be given under the legislation
applying in each jurisdiction (see paragraph 13.40).

5.1 In the case of a clinical trial of an investigational 5.1 In the case of a clinical trial of an investigational medicinal
medicinal product, the Clinical Trials Regulations provide product, the Clinical Trials Regulations provide that a single
that a single ethical opinion should be given en-any-trial ethics opinion should be given regardless of the number of
regardless of the number of sites at which the research is sites at which the research is to be conducted.
to be conducted.

5.2 The policy of the Department of Health and Social Care 5.2 The policy of the Department of Health and Social Care and

the devolved administrations is that a single ethics opinion
should apply generally to all multi-site research within the UK.
The Chief Investigator should therefore submit a single
application for ethics review, which should be allocated for
review as specified in Section 1. The only exception to this is
non-CTIMPs involving adults unable to consent for themselves
and taking place at sites in both England or Wales or Northern
Ireland and Scotland. In this case, two separate submissions
are needed and two separate ethics opinions must be given

SOPS v7.6 Summary of Changes September 2022
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under the legislation applying in each jurisdiction (see
paragraph 13.40).

paragraph 5.5, an assessment of site suitability is not
required for the purposes of ethical review. All research
sites listed in the application to the REC, and any other
non-NHS sites added during the course of the study, are
deemed to be ethically approved as part of a favourable

opinion from the REC. Managementpermission-is-still
rod § I o le for hostingt

5.3 The Chief Investigator for any study should therefore 5.3 References to NHS sites should be read to include Health and
submit-a-single-application-for-ethicalreviewwhich Social Care (HSC) in Northern Ireland.

54 For certain types of study, the ethical review includesan | 5.4 For certain types of study, the ethics review includes an
assessment of the suitability of each non-NHS site or assessment of the suitability of each non-NHS Investigator site
sites at which the research is to be conducted in the UK. or sites at which the research is to be conducted in the UK.
The site- assessment for participating non-NHS sites is The site- assessment for participating non-NHS sites is not a
not a separate ethieal review, but forms part of the single separate review, but forms part of the single ethics review of
ethical review of the research. the research.

5.5 An assessment of site suitability is a requirement for the | 5.5 An Ethics assessment of nhon-NHS Investigator site suitability is
following types of study: a requirement for the following types of study:
(i) Clinical trials of investigational medicinal products () Clinical trials of investigational medicinal products (CTIMPS).
(CTIMPS). (i) Clinical investigations of Medical Devices.
(ii) Clinical investigations of Medical Devices. (iii) Combined CTIMPs and clinical investigations of medical
(iif) Combined CTIMPs and clinical investigations of devices.
medical devices.

5.6 For research falling outside the categories listed in 5.6 For research falling outside the categories listed in paragraph

5.5, an assessment of site suitability is not required for the
purposes of ethics review. All Investigator sites listed in the
application to the REC, and any other non-NHS sites added
during the course of the study, are deemed to be ethically
approved as part of the original favourable opinion from the
REC. Research should not be conducted by any organisation,
or on patrticipants under the duty of care of that organisation,
until the relevant management permission/confirmation of
capacity and capability (as appropriate to the type and location
of the organisation) is given for that organisation.
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5.7 In-the-case-of-any-single-or-multi-site-clinicalresearch; 5.7 The Principal Investigator (Pl is the individual) responsible for
the investigator responsible for the conduct of the the conduct of a research study at an Investigator Site. One
research at an individual-research-site-will-be khewn-as Investigator Site may comprise of one or more Trial Sites. The
the-Principalnvestigator (Ph-for that site-There-should ‘Set up of research activity at NHS organisations’ guidance in
anhy-be-one-Principal-Hnvestigatorateach-site- IRAS includes a definition of Investigator Site, Trial Site and

information on the appropriate level of Pl oversight. The
principal scope of this guidance is interventional heath care
research in the NHS however, the principles can also be
applied to interventional research at non-NHS sites and non-
interventional research, generally.

5.8 A “single site study” is a study that the Chief Investigator | 5.8 A “single site study” is a study that the Chief Investigator plans
plans to conduct at one site only in the United Kingdom. to conduct at one Investigator Site only in the United Kingdom.
In a non-CTIMP, the Chief Investigator should also be In a non-CTIMP, the Chief Investigator should also be the
the Principal Investigator for the site. In the case of a Principal Investigator (P1) for the site. In the case of a single-
single-site CTIMP, the ClI and Pl must be the same site CTIMP, the CI and Pl must be the same person.
person.

5.9 A “multi-site study” is a study that the Chief Investigator 5.9 A “multi-site study” is a study that the Chief Investigator
proposes should be conducted at more than one site in proposes should have more than one Principal Investigator,
the UK. The Chief Investigator may also be the Principal that is to say that the study should be conducted at more than
Investigator for one of the sites {khewn-as-the“lead one site in the UK. The Chief Investigator may also be the
site”}). At-ethersites—a-Principalnvestigatorshould-be Principal Investigator for one of the sites. It is the responsibility
appointed- It is the responsibility of the Chief Investigator of the Chief Investigator to ensure that a suitably qualified
to ensure that a suitably qualified professional is professional is appointed as the Principal Investigator for each
appointed as the Principal Investigator for each site. In a Investigator site. In a CTIMP, the Principal Investigator and all
CTIMP, the Principal Investigator and all other named other named investigators must be “authorised health
investigators must be “authorised health professionals” professionals” (see definition in the Glossary).

(see definition in the Glossary).
5.11 When there is a change of Pl at a non-NHS/HSC site ina | 5.11 When there is a change of Pl at a non-NHS/HSC Investigator

site in a CTIMP or Clinical Investigation of a Medical Device, a
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substantial amendment should be submitted. The
applicant should submit a Substantial Amendment and
submit the non-NHS/HSC Site Assessment form and
CV/evidence of professional registration for the PI.
However, only questions 2 and 3 on the non-NHS/HSC
Site Assessment Form need to be completed when the
change relates to the appointment of a new PI.

substantial amendment should be submitted. The applicant
should submit a substantial amendment and submit the non-
NHS/HSC Site Assessment form and CV/evidence of
professional registration for the PIl. However, only questions 2
and 3 on the non-NHS/HSC Site Assessment Form need to be
completed when the change relates to the appointment of a
new PI. Substantial amendments to change the Pl at a nhon-
NHS/HSC site can be delegated to an operational manager for
review on behalf of the REC.

5.12 Definition of a research site 5.12 Trial sites and Investigator sites
—a " The Medicines for Human Use (Clinical Trials) Requlations
a-hospital-health-centresurgery-or other-establishment 2004 provide the following definitions, specifically for Clinical
or-facility-in-the-UK-aterdfrom-which-a-CHMP—orany-part Trials of Investigational Medicinal Products (CTIMPS):
of o CHMP Hs-conductedForadministrative purpeses; ‘trial site’ means a hospital, health centre, surgery or other
the-guidance-setout-below-applies-to-the definition-ofa establishment or facility at or from which a clinical trial, or any
research site in any study submitted to a REC in the UK. part of such a trial, is conducted;’
‘investigator’ means, in relation to a clinical trial, the authorised
health professional responsible for the conduct of that trial at a
trial site, and if the trial is conducted by a team of authorised
health professionals at a trial site, the investigator is the leader
responsible for that team;’
5.13 general—theresearch-site-shotld-be-ddentified-asthe 5.13 Whilst ICH-GCP (E6(R2)) provides the following definitions,

specifically for CTIMPs:

‘Trial site: The location(s) where trial-related activities are
actually conducted.’
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‘Investigator: A person responsible for the conduct of the
clinical trial at a trial site. If a trial is conducted by a team of
individuals at a trial site, the investigator is the responsible
leader of the team and may be called the principal investigator.’

5.14 tn-the-case-olresearch-conducted-within-the- NHS the 5.14 The term 'Investigator Site' means the activities (regardless of
site-wilHirmostecases-be-oneof-the following: their location) with effective oversight by one Principal
« Ar-NHS Frust{in-England)- Investigator.
~ An-NHS Trustand-Local Health-Board-(in-\Wales):

« An-NHS-Health-Board-(in-Scotland)-

5.15 Where-theresearch-will-be-conducted-at-more-thanene | 5.15 Whether research activities performed at different locations are
locationwithinthe-same NHS-organisation-Hderexample; undertaken in one, two, or more Investigator Sites is not
where-the-departmentisinveolved-are-dispersed-at determined by whether the locations are within the same legal
different-hospitals-within-an-acute Trustor Health-Board), entity, or are under the same management, nor by whether the
thisshould-nommalh-he-considered-asa-single-site- personnel undertaking those activities share the same

employer, but by the ability of each Pl to effectively oversee the
work being conducted at their Investigator Site. Further
information is included in the ‘Set up of research activities at
NHS organisations’ guidance in IRAS

5.16 Exceptionally—where-the research-is-to-be-conductedin 5.16 In the case of research conducted within the NHS, each trial

site will in most cases be one of the following:

. An NHS Trust (in England).

. An NHS Trust and Local Health Board (in Wales).

. An NHS Health Board (in Scotland).

. A Health and Social Care Trust (in Northern Ireland).
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. A GP practice or NHS dental practice.

Guidance on specific scenarios is available in IRAS.

517

517

To effectively oversee research activity, any one legal entity
might have one, or more than one, Principal Investigator,
and/or there may be one Principal Investigator for more than
one legal entity. Appropriate Principal Investigator oversight in
interventional research is described in the Set up of research
activity at NHS organisations’ guidance in IRAS. Similar
principles apply in non-interventional research (that the
research activities within one Investigator Site is determined by
whether those activities may be most effectively overseen by
one Principal Investigator). For example, a large geographical
area could be identified as the Investigator site for some
studies in public health, epidemiology or needs assessment.
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5.18 A-Clinical Commissioning GroupHealth- BoardtLoeal

5.18

The same principles included in the Set up of research activity

at NHS organisations (interventional research) IRAS guidance

also apply to non-NHS sites.

519 - ions, - label chnical trial

5.19

Trial sites outside the NHS could include the following:

an academic institution;

a research centre funded by the voluntary sector;

a Government Department or other public body:;

a Prison Service establishment, local authority
secure unit or Home Office secure training centre;

a private company or corporation (for
example, a pharmaceutical or biotechnology
company or clinical research organisation);
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e a private hospital or private clinical practice;

e an employee-led social enterprise.

Where the research site is outside the NHS in terms of
accountability (is not part of an NHS investigator site), but
is using NHS facilities by agreement (for example, a
private practice based at a GP surgery or a private
research unit renting premises at a NHS hospital), the
name of the organisation responsible for the research
conduct should be clearly distinquished from the NHS
organisation concerned(and it should be clear to potential
and actual research participants that the NHS is not
involved and that they are not under NHS care for the
purposes of the research).

550 | hical - land ld beidentified

5.20

In some cases, an NHS Investigator site may include activities
undertaken by or at non-NHS organisations. For example, MRI
scans may be undertaken on premises owned by universities,
research charities or private companies. These activities are
still within the one NHS Investigator Site, as long as the NHS
Principal Investigator is responsible for overseeing them and
therefore, no separate Site-Specific Assessment of this non-
NHS site or notification to the REC is needed. If separate PI
oversight arrangements are needed, the activities are within a
separate Investigator Site.
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5.21 Research-sites-outside-the NHS-could-include-the

Trial sites are organisations responsible for
participant-related research procedures specified in
the protocol and overseen by a Principal Investigator,
including recruitment and informed consent (there
may be one or more trial site overseen by one
principal investigator, or one trial site may have one or
more principal investigator).

The following are not considered to be trial sites as they do not

undertake activities requiring Pl oversight:

e Participant Identification Centres (PICSs), i.e.

organisations from which clinicians or clinical units

refer potential participants to the research team based

in another organisation, for assessment and possible

recruitment to a study.

e Data Collection Centres (DCCs) or Tissue Collection

Centres (TCCs) in the context of applications for

ethical review of research databases or research

tissue banks respectively (see paragraph 11.30 and

12.27).

e Research units undertaking support functions,
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e.g. project management, site monitoring, data

analysis or report writing.

0.22 Ln—seme—eases—a—study—hested—by—an—N—HS—ea#e . 5.22 Site specific assessment for NHS sites is delegated to
organisation-may-involve-clinical-procedures |ee|u_||es|_ By the research management function of the NHS site.
the-protocol-to-be-undertaken-by Roh NHS-organisations The REC does not undertake site specific
H“de'.ee'.'t' actual-arrangements with-the-NHS assessment at NHS sites. A standard condition of a
OFganis ation-—For-exampie-MRI SEaRS-of raboratory favourable opinion from the REC is that Confirmation
an_aly SIS-hay be undeltalee_|_| OR-PrEMISEs owned I.% of Capacity and Capability (in England, Northern
universities; research-charities-of p.””r’“e companies. Ireland and Wales) or NHS management permission
I_Ilese afrangements may _be ee||5|_el_8| ed-as-a S"_'gle NHS (in Scotland) at the organisation level should be
Site-where a_II _eI the-following een_dmens af e.”'% obtained prior to any research project activity

All-the par tlelp_ant_s are-NHS-patients-recruited-through commencing at an Investigator_site within the NHS or
the-NHS-organisation. . . . Health and Social Care in Northern Ireland (HSC).
+» Therelevant NHS R&D-office-{which-may-be-ajoint

i ;
|eseeu_eln _e|||ee acting-on-behalf-of more than-one
mggunsahen) assumes-ull |espe||5|la||.|t5 underthe-Uk
Poliey} |a|newe||e_le| IIe_ alth-and Se_elal Care Izes_ ea,nell
_|e| all_pmeedules involving NHS-patients-at El'e. sﬂ_e _
|||elud|||g_tllese undertaken bi‘.“? A-NHS-orgamisations

||_|e|_e||nnt5 Ie_ rall-procedures-is-in plaee“ulldel the
_Sluneal_l J1e, glllgenee Seheme-forTrusts-{NHS
iRdemnity’) " ,

“||e|e' any of tllleslel Ieg“d'“e'.'sl a el not-metthe '.'g.“ NHS
5.23 Research-sites-are-organisations-responsible for 5.23

Responsibility for assessing the suitability of non-NHS
Investigator sites in the UK lies with the REC and will
be carried out by the REC as part of the ethics review
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for study types which require this assessment (see
paragraph 5.5)

524 ~onfi - Ta - IC bifity A England.

5.24

For CTIMPs and clinical investigations of medical
devices, the non-NHS Investigator sites require a site
assessment by the REC. However, it may be
necessary to arrange for routine clinical procedures
required by the protocol to be carried out by other
non-NHS organisations in support of the research.
For example, routine imaging using standard clinical
protocols may be undertaken by a private scanner
centre under contractual arrangements with the NHS
care organisation where the participants are recruited.
These activities are still within the one NHS
Investigator Site, as long as the NHS Principal
Investigator is responsible for overseeing them
and there is no need to notify the REC separately of
these non-NHS subsidiary sites. If separate Pl
oversight arrangements are needed, the activities are
within a separate Investigator Site, and management
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permission is required from the organisation
responsible for the non-NHS site.

5.25 A-standard-condition-of-a-favourable-opinion-from-the 525 If a non-NHS Investigator site is using a non-NHS

REG-is-that Coniirmation-o--Capacily-and Capabhity(in subsidiary site, the Chief Investigator or sponsor may
England;-Nerthern .I'EI.E"'GI.E"'GI Wales)-or-Ni IS. request an exemption for the non-NHS subsidiary site
Fanagement PEFISSION (in-Seotland)-at tlle'sne Ie.,_e.l from the requirement for site assessment by writing to
M%Wmmﬂm the REC giving the name and address of the subsidiary
COMMEREIng at-a-site-within-the-NHS-or Health-and site, the name of the person who will act as local
Secial-Care-in-Nerthern-reland(HSC): Principal Investigator and brief details of the routine

procedures to be conducted. Alternatively, this can be
requested by listing all of the non-NHS subsidiary sites
on the non-NHS site assessment form for the
investigator site. The request may be reviewed by the
Chair_or by sub-committee or at a meeting of the
Committee. The Chief Investigator and sponsor should
be notified of the decision by email or by incorporating
the relevant text into the validation or opinion outcome.
Non-NHS sites functioning under an NHS Pl and
NHS investigator site do not require an exemption
from the REC. These activities are still within the
one NHS Investigator Site, as long as the NHS
Principal Investigator _is _responsible  for
overseeing them. If separate Pl oversight
arrangements are needed, the activities are within
a separate Investigator Site.

. .y ege A . e . .. . . . H

5.26 ”.esB.e“S'b'"% Ie.' asSSessing the SH.'Eab"'% GI."Q" NHS 5.26 For CTIMPs and clinical investigations of medical
sites-in-the-Uk-ies “'H.' the “E. C-will-be-carried-outby-the devices the non-NHS site assessment form should be
REC-as-partoHine-ethical-review. electronically submitted from IRAS as part of the main

application or added at a later date as an amendment.
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5 57 ehnical] — F ical

5.27

The application for site assessment should be
accepted as valid if it meets all the following criteria:

i. The non-NHS site assessment Form and all supporting
documentation have been submitted electronically
from IRAS.

ii. All relevant sections in the form have been
completed, and the text is in English and legible.

ii. The form has been electronically authorised on
behalf of the Site Management Organisation.

iv. A short curriculum vitae (maximum two pages)
has been submitted for the Principal
Investigator. (It is not necessary to submit CVs

for other staff.)

v. The site is located in the United Kingdom.

vi. The name of the site has been correctly stated,

ii. Evidence of insurance or indemnity (not required
for Phase 1 trials in healthy volunteers where the
site is accredited by the MHRA).

viii. When appropriate, local versions have been
provided on headed paper of any documentation
which differs substantially in content to the
documentation reviewed as part of the main ethical
review. For example, this may be where there are
differing arrangements in place for reimbursement

of costs between sites.
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558 For CTIME | clinicali — F hcal

5.28

The main issue to be considered as part of the

assessment is the suitability of the site for the conduct of

the research. This involves consideration of the

following:

(i)

(i)
(i)

(iv)

v)

(Vi)

The suitability of the Principal Investigator, taking
into account their professional qualifications,
knowledge of the research field, expertise in the
procedures involved, previous research
experience, training in research methods (including
informed consent), training in Good Clinical
Practice (if applicable), and ability to take
professional oversight for the local research team.

The adequacy of the local facilities available for the
research.

The arrangements for notifying other local health or
social care staff, who may have an interest in the care
of the participants, about the research.

The availability of any extra support that might be
required by research participants as a result of their
participation.

The practical arrangements to be made at the site for
providing information to potential participants who might
not adequately understand verbal explanations or
written information given in English, where it is planned
to include such groups in the study as a whole.
Inclusion of relevant site-specific information in the local
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(vii)

(viii)

(ix)

version of the information sheet for the study. This is
only required where there are substantial differences.
Evidence of insurance or indemnity to cover the
potential liabilities of the Principal Investigator. (Note:
This is not required for commercial Phase 1 trials in
healthy volunteers as the sponsor makes an
undertaking to compensate a volunteer who has
suffered harm as a result of taking part in the trial
whether or not the sponsor is liable. The sponsor
company will make its own arrangements to ensure that
the CRO and Principal Investigator have sufficient
insurance or indemnity cover so that it can recover any
losses from them where the harm resulted from their
negligence).

Evidence that the Principal Investigator has appropriate
professional registration.

Additional documentation may be requested relating to
the governance of the research site, for example,
internal SOPs, protocols, quality standards, job
descriptions, training policies, evidence of audit and

inspection.

5.29 Fhe-applicationforsite-assessmentshould-be-accepted

5.29

The Principal Investigator is formally accountable for the

whole research team, and it is not necessary for the

REC to give detailed scrutiny to the suitability of other

local investigators or support staff, or to require

submission of other CVs. Questions about the proposed
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conduct and management of the research at the local
site may be raised directly with the Principal Investigator,
including the allocation of research tasks to staff with
relevant expertise and procedures for monitoring and
supervision. Any assurances or clarifications given by
the Principal Investigator should be noted as part of the
ethical review.

530 I ing the.site_t! — ; i ¥

5.30

The assessment of a non-NHS/HSC site is a
documentary check, supplemented where necessary by
discussion with the Investigator where the REC requires
additional information or clarification. It is not normally
necessary for the REC to visit a site, especially where it
is already familiar with the site and the type of research
it undertakes. However, the REC has the discretion to
arrange a site visit. This might be appropriate where the
studies carried out at the site involve significant risk to
participants, the site is unfamiliar, and a visit is
considered essential to gain an understanding of the
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context in which the research will be undertaken and
assess the suitability of the staff and facilities.
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5.31 Fhe-Principalnvestigatorisformally-accountable forthe | 5.31 Where the site is a specialist research unit with which
wholeresearch-teamand-itis-notnecessaryforthe REC the REC is already familiar, it may be helpful to arrange
to-give-detailed-scrutiny-to-the-suitability-of-otherlocal occasional visits to maintain the Committee’s knowledge
wvestgators-or supportstatt-ortorequire subrmission-of of the site, facilities, key personnel and operating
ether GV s—Questions-about-the proposed-conductand procedures.
managementottheresearch-atthedocalsite-may-be
|Ieused” due'etly "F"'H' the Il”“e'pl & Imesﬁt;ga_tlel ||I|eluelmg
experise-and p|eeedu|_e_s '9.' FRORItOHAG and SUPEFVISION
Y as_sulaneles GIII e||aII|IGElEIIGIIS g“e“ﬁb? tllell_unlelpa_l _

5.32 Fhe-assessment-of-a-non-NHS/HSCsite-isa 5.32 The MHRA GCP Inspectorate operates a voluntary

scheme of accreditation for commercial trial units
undertaking Phase 1 trials in healthy volunteers. Details
of the scheme and a list of accredited units are
published on the MHRA website.
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5.33 Where-the-site-is-a-specialistresearch-unit-with-which-the | 5.33 The site assessment for Phase 1 trial sites should take
REC-is-already-familiar-itmay-be-helptulto-arrange the accreditation status of the site into account. It is not
occasionalvisitsto-maintain-the Commitiee’s necessary for the REC to review issues routinely
knowledgeof-the-sitefacilities key-personneland addressed by the GCP inspectors as part of the process
operating-procedures. leading to accreditation. The inspectors will notify the

HRA when a unit has been accredited and will provide a
copy of the application form submitted by the unit, the
inspection report and closing statement, and the
accreditation certificate. This information will be made
available centrally to all Phase 1 RECs. Any critical
findings identified during inspection will be promptly
notified to RES so that these can be considered in any
reviews undertaken prior to the issues being resolved
and accreditation confirmed.

5.34 Fhe MHRA-GCP Inspectorate-operates-a-voluntary 5.34 Reassurance as to the suitability of the site may be
scheme-of accreditationforcommercialtrial units gained from the registration of the site within the MHRA
andertaking Rhase Hrialsin-healthy velunteersDetalls Phase 1 Accreditation Scheme.
on-the MHRA website:

5.35 Fhe site-assessmentfor Phase 1 trial- sites-should-take 5.35 Clinical trial units, particularly Phase 1 units, may

undertake general advertising and screening procedures
to recruit potential trial participants to a pool of
volunteers, prior to inviting such volunteers to participate
in a specific trial. This activity constitutes preparations
for undertaking a trial and is not part of the conduct of a
trial under the Clinical Trials Requlations. It is therefore
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not a legal requirement for the procedures to be
reviewed by an ethics committee and a favourable
opinion obtained. However, Phase 1 trial units should
seek ethical advice on these generic procedures.
Requests for advice should be submitted in writing to
phasel.advertreview@hra.nhs.uk enclosing relevant

and-accreditation-confirmed- documentation such as advertising material or screening
protocols. The request should not form part of the main
application relating to a particular trial.

5.36 Reassurance-as-to-the-suitability-of the-site-may-be 5.36 Procedures for extension of a study to new Investigator
ganedirom-the registration-of the-site-within-the MHRA sites, appointment of new Principal Investigators or other
Phase-1-Accreditation-Scheme- site-specific amendments are set out in paragraphs 6.67

—6.84.

5.37 ClinicaHrialunits;partictlarly-Phase-1-units;may 5.37

There is no requirement for the Chief Investigator or
sponsor to notify the REC where an approved site is closed
or withdrawn from the study prematurely for example, if the
Principal Investigator withdraws from the study or the
sponsor decides that the site is no longer suitable. There
is no requirement for the Chief Investigator or sponsor to
notify the REC of the routine closure of active sites at the
conclusion of a study. The Chief Investigator or sponsor
must declare the end of a study to the REC, and MHRA as
appropriate, using the appropriate end of study form.
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5.38 I |eee_elu|es for e;stenspn _eI & study_te Rew sites, . 538 A substantial amendment is required only for a temporary
appointment ofnew-Prncipal |Ilne.SEIgEl|EGIS oF sthersite halt at a study site, if this temporary halt is to protect
Séle;;'“e amendments-are-setoutin-paragraphs 6-64 participants from harm (see paragraph 6.26). The REC

T may request further information regarding the reasons for
the closure of the sites if it has any concerns (For
example, if there are concerns regarding the welfare of
participants who had already been recruited).

539 ForCHMPs-and Clinicalinvestigations-of Medical 539 Operational policy on the monitoring of research is set out
D%%%Wmm in Section 10. In general, the REC is not responsible for
the-REG-where-an-approved site-s elese.el oF witherawn proactive monitoring of research. However, it has a duty
from E.I'e S tidly _plelnatulely, for example i the-care to keep the favourable ethical opinion under review in the
ergamsauenwmhheld%resea#ehgevemaneeappreval—w light of progress reports and significant developments and
the ||||e|pal_llnuestlgate| “.'u'.d'a“s From tlle_stuely, oF-the may review the opinion at any time.
sponsordecidesthat the site-is-nolonger suitable:

Should-be |e_=|eweel_b5 the-Ghalr-A-substantial
eunelndl_nent iS-required e.'.'|5 o1 E‘F telnpl Q'EMEI'E*IE ata
paragraph-6-26)-The REC mayrequestiurther
||'|Ie|||'|a.t|e|| regarding the-reasons-fo! the, e.lesune okthe
sites+Hibnas aiy-Coneerms (EI o e;seamplle_ H tl'e'el alle I
already-heenyecraited)

.40 Fhere-is-Re FeguH erment for the Elnel_ ivastigator of . 5.40 The REC is not responsible for proactive monitoring of
SPORSor to-Aet “'e. REC-otthe routine-closdre-of active the conduct of the research at individual sites. However,
sites-at-the-conclusion-of-a-study.

where information comes to the attention of the REC that
raises guestions about the suitability of the site or
investigator, the favourable opinion for the site may be
reviewed. Procedures for review of opinions and for
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suspension or termination of opinions in non-CTIMPs are
set out in paragraphs 10.100ff. Only the REC has
authority to suspend or terminate an opinion, whether for
the study as a whole or an individual site.

] - - - H 1 . ., . . .

041 Qpe_latlena_l policy-on-the-monitoring GI.'ESEE“ ehris se_t 241 The REC may request additional information for a
ot SEG.IEIGII 1g_‘||. _genenal, the-REC-is-net |es_pe||5|lele particular site at any time in the light of concerns brought
for-proactive-monitoring-of |ese_a|eI|. l.le.“e"e" i Ilas_a to its attention from any source. It may do so by writing to
_duty te_leeep the-favourable-ethical OpHHOR under-review the Chief Investigator and sponsor
"I' H'el tight-of pleglless repol ts eu||el S|g_n|‘lleanl: ime.

5.42 The REC is-notresponsible forproactive-monitoring-of 5.42

Procedures for reviewing amendments to multi-site
research are set out in Section 6, including extension to
additional Investigator sites), appointment of new
Principal Investigators and site-specific protocol
amendments (paragraphs 6.67-6.84).

Section 6: Amendments to research given a favourable opinion

6.19 A substantial amendment should be accepted as valid if
all the following criteria are met:

6.19

A substantial amendment should be accepted as valid if all the

following criteria are met (this does not apply for CTIMPs
submitted via the combined review service):
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6.20 It is the responsibility of the Approvals Officer/REC 6.20 It is the responsibility of the Approvals Officer/REC Manager to
Manager to decide whether or not the amendment is decide whether or not the amendment is valid and to notify the
valid and to notify the sponsor and Chief Investigator sponsor and Chief Investigator using SL27 (valid notice) or
using SL27 (valid notice) or SL28 (invalid notice). SL28 (invalid notice). Validation is confirmed by the MHRA for
Notification should normally be given within 5 working amendments submitted via the CTIMP combined review
days of receipt, except that there is no need to issue a service. Notification should normally be given within 5 working
validation letter if the sub-committee is able to review the days of receipt, except that there is no need to issue a
amendment and reach an opinion within 5 working days. validation letter if the sub-committee is able to review the
(Where the amendment relates solely to the addition of a amendment and reach an opinion within 5 working days.
new site or investigator in a CTIMP or Clinical (Where the amendment relates solely to the addition of a new
Investigation of a Medical Device, special site or investigator in a CTIMP or Clinical Investigation of a
procedures apply — see paragraph 6.67-6.72). The Medical Device, special procedures apply — see paragraph
agreement of the Chair is not required. 6.67-6.72). The agreement of the Chair is not required.

6.21 Where a substantial amendment is invalid, but the 6.21 Where a substantial amendment is invalid, but the outstanding
outstanding information or documentation appears information or documentation appears relatively
relatively straightforward, this can be followed up with the straightforward, this can be followed up with the applicant
applicant without needing to issue SL28. Where this without needing to issue SL28 (this does not apply for
occurs, the validation date is the date on which the last amendments submitted via the CTIMP combined review
part of the information required for a valid application is service). Where this occurs, the validation date is the date on
received by the REC. The Substantial Amendment which the last part of the information required for a valid
should be marked as ‘validation under consideration’ on application is received by the REC. The Substantial
HARP. If the Substantial Amendment cannot be made Amendment should be marked as ‘validation under
valid prior to the cut-off date for the REC meeting, it consideration’ on HARP. If the Substantial Amendment cannot
should be changed from ‘validation under consideration’ be made valid prior to the cut-off date for the REC meeting, it
to ‘invalid’ on HARP and withdrawn from the meeting. should be changed from ‘validation under consideration’ to

‘invalid’ on HARP and withdrawn from the meeting.
6.27 There will, however, be changes to the details of 6.27 There will, however, be changes to the details of research that

research that have no significant implications for
participants or for the conduct, management or scientific

have no significant implications for participants or for the
conduct, management or scientific value of the study and can
be regarded as non-substantial amendments.
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value of the study and can be regarded as non-
substantial amendments.

¢ Changes to the research team at particular trial
sites (other than appointment of a new Principal
Investigator in a CTIMP at an NHS/HSC site).

¢ Addition of any new NHS/HSC sites, or addition
of any new non-NHS/HSC sites (except in
CTIMPs and Clinical Investigations of Medical
Devices (see paragraphs 6.73-6.74).

e Changes to the research team at particular trial sites
(other than appointment of a new Principal Investigator
in a CTIMP at a non-NHS/HSC site - see paragraph
6.75).

e Addition of any new NHS/HSC sites, or addition of any
new non-NHS/HSC sites (except for the addition of
non-NHS/HSC sites in CTIMPs and Clinical
Investigations of Medical Devices (see paragraphs
6.67-6.74).

6.38

The decision reached should be either a favourable or
unfavourable opinion of the amendment. It is not
permitted to give a favourable opinion for part of the
amendment only. However, when giving an unfavourable
opinion the REC may indicate which parts of the
amendment would have been acceptable and give
guidance on the submission of a modified amendment
taking account of its concerns. The sponsor and Chief
Investigator should be notified of the decision using one
of the following letters:

SL32 Favourable opinion of substantial amendment
SL33 Unfavourable opinion of substantial amendment

The opinion letter should include the same information
that would be included in an opinion letter on a new
application (see paragraph 3.11), including a contact
point for receipt of queries from the applicant.

6.38

The decision reached should be either a favourable or
unfavourable opinion of the amendment, unless it relates to a
Section 30 amendment where a provisional opinion can be
issued (13.44). It is not permitted to give a favourable opinion
for part of the amendment only. However, when giving an
unfavourable opinion the REC may indicate which parts of the
amendment would have been acceptable and give guidance on
the submission of a modified amendment taking account of its
concerns. The sponsor and Chief Investigator should be
notified of the decision using one of the following letters:

SL32 Favourable opinion of substantial amendment
SL33 Unfavourable opinion of substantial amendment

The opinion letter should include the same information that
would be included in an opinion letter on a new application
(see paragraph 3.11), including a contact point for receipt of
gueries from the applicant.
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adaptive, platform or umbrella trials) may add different
interventions or may recruit new categories of
participants as the study progresses. For Complex
Innovative Trials, it is acceptable for these changes to be
submitted as a substantial amendment rather than as a
new application. However, for trials to come under the
heading of a Complex Innovative Trial, the protocol must

Authority
6.44 Where the REC gives an unfavourable opinion of a 6.44 Where the REC gives an unfavourable opinion of a substantial
substantial amendment, the sponsor or Chief Investigator amendment, the sponsor or Chief Investigator may submit a
may submit a modified amendment taking account of the modified amendment taking account of the Committee’s
Committee’s concerns. The amendment should be re- concerns. The amendment should be re-submitted, amended
submitted, amended as necessary, and should be as necessary, and should be accompanied by any supporting
accompanied by any supporting documents that have documents that have been modified. The amendment should
been modified. The amendment should be clearly be clearly marked to indicate that it relates to a modified
marked to indicate that it relates to a modified amendment. For modified amendments submitted via the
amendment. CTIMP combined review service, there is no modified
amendment workflow in HARP but the 14 day timeline should
be complied with.
6.59 Where a REC requests submission of a new application, | 6.59 Where a REC requests submission of a new application, it
it should give reasons to the applicant with reference to should give reasons to the applicant with reference to the
the above criteria. above criteria. Where a substantial amendment relates to a
CTIMP, the decision whether a new application should be
submitted is primarily the responsibility of the MHRA. The
MHRA's decision should therefore be taken into consideration;
this is regardless of whether the CTIMP was approved under
the combined review service or the standard review service. If
the MHRA decision is unknown, the REC is encouraged to
liaise with the MHRA via ctdhelpline@mbhra.gov.uk.
6.60 By virtue of their design, studies which have been setup | 6.60 By virtue of their design, studies which have been set up as

Complex Innovative Trials (sometimes referred to as adaptive,
platform or umbrella trials) may add different interventions or
may recruit new categories of participants as the study
progresses. For Complex Innovative Trials, it is acceptable for
these changes to be submitted as a substantial amendment
rather than as a new application. However, for trials to come
under the heading of a Complex Innovative Trial, the protocol
must have been approved by the REC on this basis when the
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have been approved by the REC on this basis when the
study was originally reviewed and the methodology
included in the protocol should have been clear about the
scope for future phases, treatment arms or other
adaptive features. Where the changes included in the
amendment are particularly significant, the amendment
may be reviewed by a sub-committee involving a larger
number of members or by reviewing the amendment at a
full REC meeting.

study was originally reviewed and the methodology included in
the protocol should have been clear about the scope for future
phases, treatment arms or other adaptive features. Where the
changes included in the amendment are particularly significant
(this applies beyond CTIMPs which fall under the category of
Complex Innovative Design Trials), the amendment may be
reviewed by a sub-committee involving a larger number of
members or by reviewing the amendment at a full REC
meeting.

Section 7: Sub-committees

7.6 Sub-committee business may be conducted at-face-to- 7.6 Sub-committee business may be conducted by video
face-meetings, by video conferenceftelephone-meetings conference or by correspondence between the members (see
{see-paragraphs713-714) or by correspondence paragraphs 7.15-7.17). Consideration should be given to the
between the members (see paragraphs 7.17-7.19). significance of the matters to be discussed.

Consideration should be given to the significance of the
matters to be discussed.
13 Telephone-meetings Text deleted
I : . I I I I
O j ]
telleplnelﬁne wl_nene ava ||Iable : ina facilit hould
be used.
14 Where-a-meeting-willbe-held-by-video-conference-or Text deleted
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8.17

minutes of sub-committee meetings in the same way as

for REC meetlngs whether—wqdenaken—by

7.20 Investigators are not normally invited to sub-committee 7.18 Investigators are not normally invited to sub-committee
meetings. However, exceptionally the REC may invite the meetings. However, exceptionally the REC may invite the Chief
Chief Investigator, local Principal Investigator or Investigator, local Principal Investigator or sponsor’s
sponsor’s representative for a research study to attend a representative for a research study to attend a sub-committee
sub-committee meeting erte-be-available-by phone{or meeting, where this would be helpful in providing further
by-teleconference-orvideoconference) where this would clarification, resolving issues of concern to the REC and
be helpful in providing further clarification, resolving reaching an early decision.
issues of concern to the REC and reaching an early
decision.

7.26 The requirements of paragraphs 2.78ff apply to the 7.24 The requirements of paragraphs 2.78 apply to the minutes of

sub-committee meetings in the same way as for REC
meetings.

Section 8: Further review of research given a unfavourable opinion

Notice should be given by the applicant in writing to the
Appeal Manager, The Appeal Manager should then make
arrangements to allocate the application to another REC
for review, taking into account geegraphical-proximity-to
the-Chietnvestigatorsprofessionat-baseand any legal
or regulatory requirement for review by a particular REC,
and for an agenda slot to be booked at its next meeting.

8.17

Notice should be given by the applicant in writing to the Appeal
Manager, The Appeal Manager should then make
arrangements to allocate the application to another REC for
review, taking into account any legal or regulatory requirement
for review by a particular REC, and for an agenda slot to be
booked at its next meeting.
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Section 10: Monitoring of research given a favourable opinion

10.12 Progress reports should be in the format prescribed by 10.12 Progress reports should be in the format prescribed by RES
RES and published on the website. Reports may be and published on the website. Reports may be submitted by
submitted by the sponsor or the Chief Investigator but the sponsor or the Chief Investigator.

hould al b o ! v 4 hiof ) .

10.18 The Clinical Trials Regulations provide that the sponsor 10.18 The Clinical Trials Regulations provide that the sponsor or the
or the Chief Investigator, or the local Principal Chief Investigator, or the local Principal Investigator at a trial
Investigator at a trial site, may take appropriate urgent site, may take appropriate urgent safety measures in order to
safety measures in order to protect the subjects of a protect the subjects of a CTIMP against any immediate hazard
CTIMP against any immediate hazard to their health or to their health or safety. The REC and the MHRA must be
safety. The REC and the MHRA must be notified notified within 3 days that such measures have been taken and
immediately-andinany-event-within 3 days that such the reasons why. The policy from RES is that these
measures have been taken and the reasons why. The requirements should apply to all other research with a
policy from RES is that these requirements should apply favourable opinion from a REC. For trials which have been
to all other research with a favourable opinion from a approved via the CTIMP combined review service, one USM
REC. notification is made via IRAS and received by the MHRA. No

additional notification is required directly to the REC — the REC
notification will be via the substantial amendment which follows
the USM natification.

10.19 The initial notification to the REC should be by-telephone- | 10.19 The initial notification to the REC should be in writing and

Netice in writing and should be sent within 3 days (this
does not apply for trials approved via the CTIMP
combined review service). The notice should set out the
reasons for the urgent safety measures and the plan for
further action.

should be sent within 3 days (this does not apply for trials
approved via the CTIMP combined review service). The notice
should set out the reasons for the urgent safety measures and
the plan for further action.
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10.23 Suspected Unexpected Serious Adverse Reactions 10.23 Suspected Unexpected Serious Adverse Reactions (SUSARS),
(SUSARSs), which are associated with the use of an which are associated with the use of an investigational
investigational medicinal product (IMP) in the trial, must medicinal product (IMP) in the trial, must be notified both to the
be notified both to the MHRA and to the REC in MHRA and to the REC in accordance with the requirements of
accordance with the requirements of the Directive for the Directive for expedited reporting. For CTIMPs approved
expedited reporting. This includes SUSARs associated under the combined review service, notification of SUSARS
with an active comparator drug used in the trial. In the should be to the MHRA only - the MHRA will liaise with the
case of the REC, the sponsor is only required to report in REC if deemed appropriate. This includes SUSARs associated
expedited fashion SUSARs occurring in the concerned with an active comparator drug used in the trial. In the case of
trial in the UK. SUSARSs occurring in the trial outside the the REC, the sponsor is only required to report in expedited
UK are subject to expedited reporting to all relevant fashion SUSARs occurring in the concerned trial in the UK.
competent authorities, but do not need to be notified in SUSARSs occurring in the trial outside the UK are subject to
this way to ethics committees in the UK. They should expedited reporting to all relevant competent authorities, but do
however be included in line listings submitted with annual not need to be notified in this way to ethics committees in the
safety reports once the trial has started in the UK (see UK. They should however be included in line listings submitted
paragraphs 10.36-10.47). Where RECs receive with annual safety reports once the trial has started in the UK
expedited reports of non-UK SUSARs, these should be (see paragraphs 10.36-10.47). Where RECs receive expedited
confidentially destroyed and there is no requirement to reports of non-UK SUSARSs, these should be confidentially
acknowledge receipt. destroyed and there is no requirement to acknowledge receipt.

10.29 An adverse event associated with placebo will not 10.29 An adverse event associated with placebo will not normally
normally satisfy the criteria for a SUSAR. If this occurred satisfy the criteria for a SUSAR. If this occurred exceptionally
exceptionally (e.g. a reaction due to an excipient or (e.g. a reaction due to an excipient or impurity) it should be
impurity) it should be reported. reported. This guidance also applies to safety reporting of other

research (10.62-10.67).
10.35 For each IMP being tested in the trial, the sponsor should | 10.35 For each IMP being tested in the trial, the sponsor should

provide the REC with an annual report on the safety of
subjects, in all clinical trials of the product for which the
sponsor is responsible, whether in the UK or elsewhere.
The reporting requirement ends when the conclusion or

provide the REC with an annual report on the safety of
subjects, in all clinical trials of the product for which the
sponsor is responsible, whether in the UK or elsewhere. For
trials approved via the CTIMP combined review process, the
annual safety report is submitted by the applicant via IRAS to
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early termination of the trial has been notified in the UK
(even if the trial is continuing in other countries).

the MHRA. A separate submission directly to the REC is not
required. Where there is action taken by the sponsor in relation
to information contained in the annual safety report, this will
require the sponsor to submit a substantial amendment and the
REC will be informed via this route. The reporting requirement
ends when the conclusion or early termination of the trial has
been notified in the UK (even if the trial is continuing in other
countries).

10.66 Individual reports of SAEs should be reviewed at a sub- 10.66 Individual reports of SAEs should be reviewed at a sub-

committee or Committee meeting. committee or Committee meeting. The purpose of the ethics
review is to check the accuracy of the risk/benefit analysis as
described in the participant information sheet and to consider
the possible need for new information to be given to
participants and their consent sought to continue in the study if
necessary. The Committee should also consider any other
issue that may be relevant to the ethics of the trial.

10.137 A-summary-of-the final report on the research should be | 10.137 | For all project based research (i.e. not research tissue banks or
submitted to the REE within one year of the conclusion of research databases) that have received a favourable ethical
the research. In the case of early termination, provision opinion from a REC a summary of the final report on the
of a final report is at the discretion of the sponsor. Fhis research should be submitted to the Research Ethics Service
applies-to-both-CTHMPs-and-allotherresearch—Fhere-is within one year of the conclusion of the research. In the case of
no-standard-formatiorfinal-reports-As-a-minimumthe early termination, provision of a final report is at the discretion
REC should receive information on whether the study of the sponsor.
achieved s ebqeetnes_ t e-main _Imslmg.s a.nd
auangelm_entls 'IQ. ' publ'e:mel'l' e|ldlsse||||_||e_lt|en G_I the

10.138 Albsueh-reperts should-be-acknowledged-andreviewed 10.138 | All final reports will be acknowledged within 30 days. The

Committee should be notified of the receipt of the report in the
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11.23

Committee should be notified of the receipt of the report

in the REC Report. Atthe-diseretion-of- the-Chair-copies
: he distril I bers. |

REC Report. The Committee can ask to see a copy of the final
report on request.

Section 11: Research databases

Applicants may also seek generic approval on behalf of
external researchers receiving non-identifiable data to
undertake valuable scientific studies. Data sharing

is encouraged in the interests of maximising the research
potential of stored data, provided that adequate
safeguards are in place to protect confidentiality. The
REC may give generic approval extending to studies by
external researcher’s subject to conditions (see
paragraph 11.27).

11.27

Applicants may also seek generic approval on behalf of
external researchers receiving non-identifiable data to
undertake valuable scientific studies, without the need for
applying for a separate ethics review each time. Data sharing
is encouraged in the interests of maximising the research
potential of stored data, provided that adequate safeguards are
in place to protect confidentiality. The REC may give generic
approval extending to studies by external researcher’s subject
to conditions (see paragraph 11.27). Where generic ethical
approval has not been granted for the research database, a
separate ethics review for any individual research projects’

conducted using the data would need to be applied for.

11.27

Where ethical approval is given, the REC should issue a
set of approval conditions appropriate to Research
Databases, normally including the following:

(c) Research has been subject to scientific critique, is
appropriately designed in relation to its objectives and

{with-the-exception-of student research-below-doctoral

11.27

Where ethical approval is given, the REC should issue a set of
approval conditions appropriate to Research Databases,
normally including the following:

(c) Research has been subject to scientific critique, is
appropriately designed in relation to its objectives and is likely
to add something useful to existing knowledge.
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level) is likely to add something useful to existing
knowledge.

Section 12: Research involving human tissue

appropriate to RTBs, which should normally include the
following:

(c) Where the applicant has applied for generic ethical
approval for projects receiving tissue - without further
project-specific applications being required - the following
conditions apply to the release of tissue:

12.11 In some cases, consent to the storage and use of tissue | 12.11 In some cases, consent to the storage and use of tissue in
in research is not legally required by the HT Act, in research is not legally required by the HT Act, in particular for
particular for existing holdings and, subject to ethical existing holdings and, subject to ethical
approval, tissue from living persons not identifiable to the approval, tissue from living persons not identifiable to the
researcher. However, this does not mean that all such researcher. However, this does not mean that all such tissue
tissue should be used freely and without regard to issues should be used freely and without regard to issues
of consent or other ethical considerations. Fhe-Human of consent or other ethical considerations. For tissue
Fissve-Authority{(HFAY Code-of Practice-on-Consent collections in Scotland, RECs should consider the
gives-advice-on-guestions-to-be-considered-inrelationto requirements of the accreditation scheme for NHS Scotland
the-use-of-existing-holdings-inresearch- RECs should biorepositories (section 12.2).

. i ) " i _Similary.

for tissue collections in Scotland, RECs should consider
the requirements of the accreditation scheme for NHS
Scotland biorepositories (section 12.2).

12.32 The REC should issue a set of approval conditions 12.32 The REC should issue a set of approval conditions appropriate

to RTBs, which should normally include the following:

(c) Where the applicant has applied for generic ethical approval
for projects receiving tissue - without further project-specific
applications being required - the following conditions apply to
the release of tissue:
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e The RTB should have management arrangements in

e The RTB should have management place to be satisfied that the research has been subject
arrangements in place to be satisfied that the to scientific critique, is appropriately designed in relation
research has been subject to scientific critique, is to its objectives and is likely to add something useful to
appropriately designed in relation to its objectives existing knowledge.

and {(with-the-exception-of studentresearch-below
doctoraHevel) is likely to add something useful to
existing knowledge.

> O Resea O 0 a0l aple (0 O > O > > >

Para SOP 75.1 Para SOP 7.6

13.44 Where the amendment relates to a CTIMP, the usual 13.44 Where the amendment relates to a CTIMP, the usual SOPs
SOPs apply to the review (paragraph 6.36 - 6.41). Where apply to the review (paragraph 6.36 - 6.41). Where it relates to
it relates to a non-CTIMP, a 60-day timescale applies to a non-CTIMP, a 60-day timescale applies to the review and the
the review and the REC may stop the clock once to REC may stop the clock once and issue a provisional opinion
request further information or clarification in the same to request further information or clarification in the same way
way as for a new application. The amendment should be as for a new application. The amendment should be reviewed
reviewed at a full committee meeting. at a full committee meeting.

Annex C: Notification of substantial amendments to CTIMPS

Amendments normally requiring both Amendments normally requiring both
authorisation and a favourable ethical authorisation and a favourable ethical
opinion opinion
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¢ New toxicological or pharmacological data or new e Protocol amendments due to new toxicological or
interpretation of toxicological or pharmacological pharmacological data or new interpretation of
data which is likely to impact on the risk/benefit toxicological or pharmacological data which is likely to
assessment. impact on the risk/benefit assessment.

Annex |: The Social Care Research Ethics Committee

3 Researchers-unsure-about theiroptions-for-seeking Text deleted
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