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This document is uncontrolled once printed.
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version is being used.
This document contains many hyperlinks to other related documents.
All users must check these documents are in date and have been ratified appropriately prior to
use.

Safety Reporting in Clinical Research

Version 5.0 — July 2024 Page 2 of 19



Oxford University Hospitals

NHS|

Oxford University Hospitals

NHS Foundation Trust

Document History

Use this table to record the revisions made to the approved policy and record document

history.
Date of Version :
revision number Author Reason for review or update
Mar 2005 15 Research Development |Updated to incorporate change in
Lead policy
Nov 2007 2.0 Research Development General update
Lead
Jan 2014 3.0 Research Development General update
Lead
Sep 2017 4.0 Head of R&D General update
Governance
Katie Flight, Deputy
June 2024 5.0 Head of R&D General update
Governance

Consultation Schedule

Use this table to evidence your involvement of staff and key stakeholders, where
appropriate, in the development and review of documents.

Who?

Individuals or Committees

Rationale and/or
Method of Involvement

Shahista Hussain, Head of R&D Governance

Review of the document and changes

Jo Franklin, Senior Research Support Manager

Review of the document and changes

Lousie Willis, Research Support Manager

Review of the document and changes

Endorsement

Use this table to list relevant Divisional and/Directorate leads who have endorsed the
policy/procedural document.

Endorsee Job Title

Head Of R&D Operations

Director of R&D
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Who should read this document?

1. This policy should be read by anyone involved in the conduct of Clinical Trials of
Investigational Medicinal Products (CTIMPs) within the Trust, regardless of whether
they themselves are employed by the Trust.

Key Standards/Messages
2. It is the policy of the Trust to:
2.1 Protect the safety of all patients involved in clinical research.

2.2 Ensure that arrangements for safety reporting in Clinical Trials of Investigational
Medicinal Products (CTIMP), where the Trust has taken on the role of Sponsor,
or Host Organisation, are compliant with the Regulations.

2.3 Ensure that arrangements for safety reporting in other clinical research studies
are compliant with the requirements of the National Research Ethics Service

(NRES).
Background/Scope
3. The Medicines for Human Use (Clinical Trials) Regulations 2004 and subsequent

amendments require that organisations which take on the role of Sponsor of Clinical
Trials of Investigational Medicinal Products must have systems in place to record
adverse events relating to those trials.

4, The Health Research Authority UK Policy Framework for Health and Social Care
Research 2017 requires that the safety of research participants should be given priority
at all times.

5. Regardless of the identity of the Sponsor, the host organisation retains a responsibility

to ensure the safety of its patients.

6. For studies that do not involve the trial of a medicinal product, any Serious Adverse
Event (SAE) occurring in a participant that has possibly resulted from participation in
the research and is deemed to be unexpected, must be reported to the main Research
Ethics Committee (REC) within 15 days.

7. This policy applies to anyone conducting Clinical Trials of Investigational Medicinal
Products (CTIMPs) within the Trust, regardless of whether they themselves are
employed by the Trust.

Key Updates

8. References to national guidelines have been updated.
9. The Equality Impact Assessment has been updated to the new template version.
Aim

10. The purpose of this policy is to describe the processes to be followed to ensure that
the Trust fulfils its regulatory responsibilities for safety reporting both as Sponsor and
host organisation.

Content of the Policy
Risk assessment

11. Many clinical trials hosted by OUH Trust have the resources available to promote
compliance with the safety reporting aspects of conducting a clinical trial. In order to
focus attention on those trials that do not necessarily have the resources for intensive
review of safety data, a risk assessment will be performed prior to the start of any trial
hosted by the Trust.
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12. Should there be any subsequent concerns about the trial; the risk assessment will be
repeated.

13. The outcome of the risk assessment will determine the level of reporting to R&D that
should be undertaken:

14. Level 1: All SAEs arising from the trial should be reported, as outlined in 21-27.

15. Level 2: Inform the R&D department promptly of any concerns regarding the safe
conduct of the trial and/or any additional risks to the Trust.

16. The risk assessment will be undertaken as part of the capacity and capability review
and will be clearly documented in the Trust Management Approval letter.

17. A risk-based approach will also be used to select a representative selection of trials for
audit or compliance checks to establish that safety reporting procedures are
appropriately undertaken. Requests may also be made by the Trials Safety Group.

Reporting of SAEs
18. The general Regulatory reporting process is presented in Appendix 1.

19. Trial specific reporting requirements will be outlined in the relevant trial protocol or
sponsor provided guidance. In addition to the protocol, the requirements of the safety
reporting level outlined in 14 and 15 must be followed.

20. The reporter must assess whether the event constitutes a near miss or an incident
which requires reporting to Clinical Governance via Ulysses.

Reporting of Level 1 SAE

21. All SAEs (other than those defined in the protocol as not requiring reporting) must be
reported on an appropriate SAE Reporting Form to the Sponsor or delegate within 24
hours of Site Study Team becoming aware of the event being defined as serious. In
addition, for Level 1 reporting, such SAEs must be reported to R&D.

22. Once the Investigator (or the delegated person) becomes aware of an SAE, an
appropriate SAE Reporting Form should be completed.

23. The Investigator or (the delegated person) should then email the report to the Sponsor,
Trust R&D Department Email: ouhsae.reports@ouh.nhs.uk; and other relevant parties
in accordance with the protocol.

24, The Trust R&D Department will assign an SAE number to each report and
acknowledge receipt, which should be filed in the site file. Should any essential
elements be missing in the initial SAE report, these will be requested from the
Investigator. Further updates on the SAE should be forwarded promptly to the Trust
R&D Department. All correspondence should be filed in the site file.

25. A medical monitor for the TSG will routinely review SAEs regularly (approximately
weekly) to identify possible SUSARs (not categorised as such by the Investigator) and
to check that there is sufficient information to make this decision.

26. All reported SAEs will be reviewed by the TSG on a quarterly basis.

27. For Trust sponsored trials, the SAE reporting form should be downloaded (with
guidance notes) from the Trust R&D website, completed electronically (if possible),
printed off and signed. Trial specific SAE forms may be used with agreement from the
Head of R&D Governance or deputy. The OUH SAE form may be used for other trials
at the discretion of the sponsor.

Follow up of SAEs
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28. The Medical Monitor will identify which SAE need to be followed up by R&D to
resolution. Further and ongoing requests for information from the research team may
be made.

Expedited Reporting of Suspected Unexpected Serious Adverse Reactions

29. If it is established by the Investigator that the event is a Suspected Unexpected Serious
Adverse Reaction (SUSAR), the Investigator (or the delegated person) should inform
the Trust R&D Department immediately. The SUSAR report will be forwarded
immediately to a TSG medical monitor.

30. For Trust Sponsored trials the Chief Investigator (or the delegated person) will submit
the report to the MHRA and REC (if required). The SUSAR report must reach the
MHRA within 7 calendar days of the sponsor becoming aware for a fatal or life-
threatening event, with further information being provided within a further 8 calendar
days. For all other SUSARSs, these should be reported within 15 calendar days.

The Trust R&D Department will monitor the reporting timelines.
Development Safety Update Reports (DSUR)

31. For Trust sponsored trials, the ClI, on behalf of the Trust shall submit once a year
throughout the trial or on request, a safety report to the MHRA and the main REC (if
required), taking into account all new available safety information received during the
reporting period. The report should be submitted within 60 days of the data lock point.
The data lock point is defined as the cut-off date for data to be included in the DSUR.

32. If the trial is short term (i.e., less than 6 months), the DSUR is due within 90 days of
the end of the trial, together with the notification of trial end.

33. The DSUR shall include all SAEs occurring in the period in trials in the UK or elsewhere
and in trials with the same product in trials conducted outside the UK for which the
Trust is the Sponsor.

Review

34. This policy will be reviewed every 3 years, as set out in the Developing and Managing
Policies and Procedural Documents Palicy.

35. Policies may need to be revised before this date, particularly if national guidance or
local arrangements change, where implementation is unsuccessful or where audits
necessitate a policy review.

References
36. The Medicines for Human Use (Clinical Trials) Regulations 2004 and amendments.

37. Health Research Authority UK Policy Framework for Health and Social Care Research
2017

38. ICH Guideline for Clinical Safety Data Management: Definitions and Standard for
Expedited Reporting
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Appendix 1: Flowchart of the Reporting Process

SAE Identified, requiring mmediate
reportng

Isthetrial Sponsored by the Trust?

J Fie.

Yes Yes No
Complete SAE formand sendto [
Sponsor and R&D Department |
within timeflnes dentified in the Follow Sponsor requirements
protocol

Isit relaed to Investigational

'

Yes = SAR/SSAR

Expected?

)

No =SUSAR

Report to MHRA; Ethics
Commitee and NHS Trust

Fatalor Life Others
Threatening within
within 15 Days
7 Days
1 J

)

Foliow up to Conclusion
Provide updaed reportsor
submission datesto all of the
sdbove

No. If the trial is hosted, does the
Trug requirethat SAEs are reported
to R&D? Refer to Invexigaor Site

Medicinal Product? —

No = SAE
Follow up as directed by
Medical Montor

Yes= SAR/SSAR
asdrected by Medca
Monitor

PLEASE NOTE: For any type of report, if there are any safety concems for
patients or potential for adverse publicity, please contact the Trust R&D

Department.

N.B. Where the SAE also constitutes an untoward incident, this must also be
reported to Clinical Governance using the appropriate system.
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Appendix 2: Responsibilities

Chief Investigator (CI) (OUH Sponsored)

1. Ensure that all SAEs, other than those specified in the protocol as not requiring
immediate reporting, are promptly assessed in keeping with the requirement for
expedited reporting to the regulatory authority and relevant ethics committee.

2. Ensure that SAEs, which require immediate reporting, are reviewed by an appropriate
safety review committee for the monitoring of trial safety.

3. Ensure that all SUSARSs are identified and reported in full to the regulatory authority
and relevant ethics committee within the required timelines.

4, Promptly (within 3 calendar days) inform regulatory authorities, ethics committees and
investigators of any urgent safety measures taken to protect participants in the study.

5. Ensure that DSURs and End of Study Reports are generated and submitted to the
regulatory authority and relevant ethics committee within the required timeframes, and
that copies are sent to the Trust R&D Department.

6. Ensure that all investigators are, at all times, in possession of the current RSI on the
IMP (1B or SmPC).

Principal Investigator and delegated team (Hosted Trials)
Maintain detailed records of all AEs as specified in the protocol.

Ensure that all SAEs, which require immediate reporting, are reported to the Sponsor
and the Trust R&D Department (where required to do so) within the timelines required
in the protocol.

9. Provide prompt updates and further information as requested by R&D.

10. Ensure that any AE which qualifies as an incident or near miss is reported to Clinical
Governance, within the specified timeframe (See Incident Reporting and Investigation
Policy).

11. Ensure that departmental Safety Reporting SOPs outline the responsibilities for
reporting SAEs to the Trust R&D Department.

Research and Development Staff

12. Maintain oversight and promote compliance with Regulatory requirements for safety
reporting, on behalf of the Trust.

13. Facilitate communication with the Medical Monitor and Trials Safety Group, ensuring
prompt review as appropriate.

14. Provide training to research teams as required.

15. Highlight to research teams any SAEs which may constitute an adverse incident or
near miss and which require reporting to Clinical Governance.

16. For Trust Sponsored trials, ensure that all DSURs are submitted to the MHRA and
the REC within the required timeframe.

Medical Monitor

17. Conducts a medical review of SAEs reported on a weekly basis (+/- 3 days), following
up SAEs to closure where required, requesting further information if appropriate

18. Review all identified fatal or life threatening SUSARs within three days, and all other
SUSARSs within seven days

Safety Reporting in Clinical Research
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19. Reviews safety reporting risk assessment form when requested by Head of R&D
Governance

Oxford University Hospitals NHS Trust / University of Oxford Trials Safety Group
(TSG)

20. To pick up any trends, such as increases in unexpected events, and take appropriate
action

21. To identify whether additional advice or information is required from investigators

22. To evaluate the risk of the trial continuing and take appropriate action where necessary
e.g., recommend halting with the agreement of the OUH NHS Trust Chief Medical
Officer.

23. To act or advise, through the Chairman or other Consultant, on incidents occurring
between meetings that require rapid assessment

24. To request provision of training to specific groups within the Trust or University, where
necessary.

25. To request internal audits either in the Trust or University, where necessary

Safety Reporting in Clinical Research
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Appendix 3: Definitions

The terms used in this document are defined as follows:

Reference Safety Information (RSI)

1. The information used for assessing whether an adverse reaction is expected. This is
contained in either the Investigator’'s Brochure (IB) or in the Summary of Product
Characteristics (SmPC).

Investigator’s Brochure (IB)

2. A document containing a summary of the clinical and non-clinical data relating to an
Investigational Medicinal Product (IMP) that is relevant to the study of the product in
human subjects.

Summary of Product Characteristics (SmPC)

3. A document describing the properties and conditions for use of a particular licensed
medical product, which is the basis of information for health professionals on how to
use the medical product safely and effectively.

Adverse Event (AE)

4, Anything untoward medical occurrence in a participant to whom a medicinal product
has been administered, including occurrences which are not necessarily caused by or
related to that product.

Adverse Reaction (AR)

5. Any untoward and unintended response in a participant to an Investigational Medicinal
Product (IMP) which is related to any dose administrated to that participant.

Serious Adverse Event (SAE)
6. Any adverse event that:
e Results in death,
e s life-threatening,

NOTE: The term "life-threatening" in the definition of "serious" refers to an event in
which the participant was at risk of death at the time of the event; it does not refer to
an event which hypothetically might have caused death if it were more severe.

e Requires inpatient hospitalisation or prolongation of existing hospitalisation,
e Results in persistent or significant disability/incapacity, or

e |s a congenital anomaly/birth defect.

e Other important medical events.

NOTE: May be considered a serious adverse event when, based upon appropriate
medical judgement, the event may jeopardise the patient and may require medical or
surgical intervention to prevent one of the outcomes listed above.

Preghancy Safety Reporting

7. Any pregnancy that occurs during IMP administration, whilst not necessarily an
adverse event, requires monitoring and follow-up to full pregnancy term. Each
pregnancy will be followed up until outcome of the pregnancy is known.

Serious Adverse Reaction (SAR)

Safety Reporting in Clinical Research
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8. An adverse event (expected or unexpected) that is both serious and, in the opinion of
the reporting investigator, believed with reasonable probability to be due to one of the
study treatments, based on the information provided.

Suspected Unexpected Serious Adverse Reaction (SUSAR)

9. A serious adverse reaction, the nature and severity of which is not consistent with the
Reference Safety Information.

Incident

10. Any event or circumstance arising that could have or did lead to unintended or
unexpected harm, loss or damage. Incidents may involve actual or potential injury,
damage, loss, fire, theft, violence, abuse, accidents, ill health, infection, near misses
and hazards.

Near Miss

11. Is an incident that did not lead to harm or cause harm, loss or damage but had potential
to do so.

Development Safety Update Report (DSUR)

12. A legally required, annual safety report submitted to the Competent Authority, the
Research Ethics Committee (REC), and other parties as applicable. The DSUR should
take into account all new available safety information received during the reporting
period for all trials with the same IMP and sponsored by the same organisation

Sponsor

13. The organisation taking responsibility for initiation, management and financing (or
arranging the financing) of a clinical trial or research study.

Chief Investigator

14. The individual, as identified in the ethics application, who takes overall responsibility
for the conduct of a clinical study.

Principal Investigator

15. The individual who takes on responsibility for conduct of the study at a particular site.

Safety Reporting in Clinical Research
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Appendix 4: Education and Training

1.1.

reporting prior to beginning their involvement in the trial.

1.2.

All staff involved in the conduct of clinical trials will undertake training in safety

Training required to fulfil this policy will be provided in accordance with the

Trust’s Training Needs Analysis. Management and monitoring of training will
be in accordance with the Trust’s Core Skills Policy. This information can be
accessed via the Practice Development and Education pages on the Trust

intranet.

Appendix 5: Monitoring Compliance

1. Compliance with the document will be monitored in the following ways.
What is being monitored: How is it By who, and Minimum Reporting to:
monitored: when: standard
This section should outline | This section should Who is This should Which is the group
what is being monitored. include a summary responsible for state the responsible for
of the method that completing the minimum receiving the report and
you will use monitoring (they | standard for making sure that the
might be a co- compliance. | actions are completed?
ordinator for a This will be
Trust wide data used to
collection develop the
process)and how audit tool.
regularly.
SAE Reporting Review of Head of R&D | Reviewed | Trials Safety Group
reported SAEs Governance | quarterly
by Trials
Safety
Group
Identification of SAES GCP monitoring | Head of R&D | Reviewed Trials Safety Group
of Trust Governance | on an
sponsored ongoing
studies basis
e Audit of selected | Head of R&D | Reviewed | Trials Safety Group
ldentification of SAEs hosted studies Governance | onan
ongoing
basis
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Appendix 6: Equality Impact Assessment

1. Information about the policy, service or function

1.

What is being assessed

Existing Policy / Procedure

Job title of staff member
completing assessment

Head of R&D Governance

Name of policy / service /
function:

Safety Reporting in Clinical Research Policy

Details about the policy /
service / function

This policy sets out a consistent framework for the
identification, evaluation and reporting of Serious Adverse
Events (SAEs) occurring in clinical trials being conducted
within the Trust

completing assessment

Is this document Yes
compliant with the Web

Content Accessibility

Guidelines?

Review Date July 2024
Date assessment 09/07/2024
completed

Signature of staff member | Katie Flight

Signature of staff member
approving assessment

Shahista Hussain

2. Screening Stage

Who benefits from this policy, service or function? Who is the target

audience?
e Staff

e Other — commercial or non-commercial sponsors

Does the policy, service or function involve direct engagement with the target

audience?

Yes - continue with full equality impact assessment
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3. Research Stage
Notes:

e If there is a neutral impact for a particular group or characteristic, mention this in the ‘Reasoning’ column and refer to evidence where applicable.

e Where there may be more than one impact for a characteristic (e.g. both positive and negative impact), identify this in the relevant columns and

explain why in the ‘Reasoning’ column.

e The Characteristics include a wide range of groupings and the breakdown within characteristics is not exhaustive, but is used to give an indication of
groups that should be considered. Where applicable please detail in the ‘Reasoning’ column where specific groups within categories are affected, for
example, under Race the impact may only be upon certain ethnic groups.

Impact Assessment

Characteristic Positive | Negative | Neutral | Not enough | Reasoning
Impact Impact Impact | information
Sex and Gender Re-assignment — men This policy applies to safety reports of events
(including trans men), women (including X occurring in all trials conducted within the Trust,
trans women) and non-binary people. regardless of race, religion, disability, age, gender
or sexuality
Race - Asian or Asian British; Black or This policy applies to safety reports of events
Black British; Mixed Race; White British; X occurring in all trials conducted within the Trust,
White Other; and Other regardless of race, religion, disability, age, gender
or sexuality
Disability - disabled people and carers This policy applies to safety reports of events
X occurring in all trials conducted within the Trust,
regardless of race, religion, disability, age, gender
or sexuality
Age This policy applies to safety reports of events
X occurring in all trials conducted within the Trust,
regardless of race, religion, disability, age, gender
or sexuality
Sexual Orientation This policy applies to safety reports of events
X occurring in all trials conducted within the Trust,
regardless of race, religion, disability, age, gender
or sexuality
Religion or Belief X This policy applies to safety reports of events

occurring in all trials conducted within the Trust,

Safety Reporting in Clinical Research
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Characteristic

Positive
Impact

Negative
Impact

Neutral
Impact

Not enough
information

Reasoning

regardless of race, religion, disability, age, gender
or sexuality

Pregnancy and Maternity

This policy applies to safety reports of events
occurring in all trials conducted within the Trust,
regardless of race, religion, disability, age, gender
or sexuality

Marriage or Civil Partnership

This policy applies to safety reports of events
occurring in all trials conducted within the Trust,
regardless of race, religion, disability, age, gender
or sexuality

Other Groups / Characteristics - for
example, homeless people, sex workers,
rural isolation.

This policy applies to safety reports of events
occurring in all trials conducted within the Trust,
regardless of race, religion, disability, age, gender
or sexuality

Safety Reporting in Clinical Research
Version 5.0 — July 2024

Page 16 of 19




Oxford University Hospitals

Sources of information
No protected groups were targeted during the consultation process.

Consultation with protected groups

Group Summary of consultation

Consultation with others
Based on the previous version, the update has drawn on feedback from researchers, regulators and OUH Trials Safety Group.

4, Summary stage

Outcome Measures
List the key benefits that are intended to be achieved through implementation of this policy, service or function and state whether or not you are
assured that these will be equitably and fairly achieved for all protected groups. If not, state actions that will be taken to ensure this.

It has been determined that this Policy does not discriminate against any individual or group and a full copy of the assessment can be viewed
on the Research and Development intranet page.

Safety reporting is governed by national Research Ethics Committees; Medicines and Healthcare products Regulatory Agency; and the Health
Research Authority, which ensures all patients are adequately protected.

The policy applies to safety reporting of events, which are purely factual in nature.

All reports are assessed in a fair and open manner.

Positive Impact

List any positive impacts that this policy, service or function may have on protected groups as well as any actions to be taken that would

increase positive impact.

No specific positive impacts on protected groups have been identified.

Safety Reporting in Clinical Research
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Unjustifiable Adverse Effects
List any identified unjustifiable adverse effects on protected groups along with actions that will be taken to rectify or mitigate them.

No specific adverse effects on protected groups have been identified.

Justifiable Adverse Effects
List any identified unjustifiable adverse effects on protected groups along with justifications and any actions that will be taken to mitigate them.

No specific adverse effects on protected groups have been identified.

Safety Reporting in Clinical Research
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Equality Impact Assessment Action Plan
Complete this action plan template with actions identified during the Research and Summary Stages

Identified risk Recommended actions Lead Resource Review Completion
implications date date
None identified Not applicable Not applicable Not applicable Not Not
applicable applicable
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