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[bookmark: _Toc225494553]Purpose
This standard operating procedure (SOP) describes the processes involved in adverse event (AE) reporting for clinical research conducted at the University of Birmingham (UoB).
[bookmark: _Toc225494554]Scope
[bookmark: _Hlk97623019]This SOP applies to: (1) clinical research sponsored by UoB; (2) clinical research sponsored by another institution, except to the extent that the SOP is inconsistent with any contract between UoB and that institution; and (3) clinical research approved by a UoB research ethics committee (REC) in circumstances where the REC requires that the clinical research conform with the UoB Principles of Good Clinical Practice (GCP) for Clinical Research (UoB-GCP-POL-001).
Where this SOP does not apply, the chief investigator (CI) of a clinical research project may at their discretion refer to it as a non-binding source of guidance.
[bookmark: _Toc225494555]Implementation plan
[bookmark: _Ref153523581]This SOP will be implemented in line with this document’s effective date. 
Medical Dictionary for Regulatory Activities (MedDRA) coding for Clinical Trials of an Investigational Medicinal Product (CTIMPs) and combined medicine and device trials (as detailed in procedure 6.7), will be implemented within three months from this document’s effective date.  
From this point, MedDRA coding will be mandatory for: 
new trials that have not yet commenced recruitment; and
existing trials, from the start of the next development safety update report (DSUR) reporting period, following the submission of any outstanding DSUR. 
[bookmark: _Toc225494556]Stakeholders
Sponsor: for UoB-sponsored clinical research this is the Research Ethics, Governance and Integrity Team (REGI). Where the UoB takes on the sponsor’s responsibility for AE reporting, the UoB will delegate the majority of these duties to the CI and/or a clinical trials unit (CTU), except where specified in this SOP. All delegation of duties will be documented (e.g. using a CI declaration and the Clinical Trials Task Delegation Log (UoB-SPO-QCD-001)). 
CI: the CI may delegate activities to members of their research team, although evidence of CI involvement and approval is still expected and may not be delegated where ‘no delegation allowed’ is indicated. The SOP will state where delegation is possible. For clinical research approved by a UoB REC, the role of CI may be referred to as the principal investigator (PI), or the supervisor for postgraduate research students.



[bookmark: _Toc225494557]Background
The process of AE reporting is key to any clinical research, whether it’s a clinical trial using a CTIMP, a clinical investigation of a medical device, or another type of study/trial. Information relating to AE reporting responsibilities can be found in the relevant regulations that are signposted below. 
For all UoB clinical research, see the UoB Code of Practice for Research (PDF – 459 KB).
For all Health Research Authority (HRA)-approved, and/or NHS REC-approved clinical research, see the UK Policy Framework for Health and Social Care Research.
For CTIMPs, see The Medicines for Human Use (Clinical Trials) Regulations 2004 (as amended).
For medical devices, see The Medical Devices Regulations 2002 (as amended). 
For further resources, please see references & frameworks below.
For the purposes of this SOP the terms ‘clinical research’ or ‘project’ will cover: CTIMPs, other interventional trials (e.g. surgical trials and clinical investigations of medical devices) and clinical studies. Where a requirement is specific to a certain type of clinical research, it will be specified in this SOP.
[bookmark: _Toc225494558]Clarification of terms
For the purposes of this SOP, the terms and definitions used are clarified in the table below.
	Condition
	Clinical Research type
	National Institute for Health Research (NIHR) term used
	Term used in this SOP

	Non-serious and not attributable to the project
	All projects
	Adverse Event (AE)
	Adverse Event (AE)

	Non-serious but (possibly) attributable to the project
	CTIMP
	Adverse Reaction
	

	
	Medical device
	Adverse Device Effect (ADE)
	

	
	All other projects
	Related Event
	

	Serious and not attributable to the project
	All projects
	Serious Adverse Event (SAE)
	Serious Adverse Event (SAE)

	Possibly related to the project and consistent with reference safety information (RSI) (or equivalent)
	CTIMP
	Serious Adverse Reaction (SAR)
	Serious Adverse Reaction (SAR)

	
	Medical device
	Anticipated Serious Adverse Device Effect (ASADE)
	

	
	
	
	

	
	All other projects
	Serious Related Events
	

	Possibly related to the project and not consistent with RSI (or equivalent)
	CTIMP
	Suspected Unexpected Serious Adverse Reaction (SUSAR)
	Suspected Unexpected Serious Adverse Reaction (SUSAR)

	
	Medical Device
	Unanticipated Serious Adverse Device Effect (USADE)
	

	
	All other projects
	Unexpected serious related events
	




[bookmark: _Toc225494559]Process map
The process map below outlines the keys steps described in the procedure section. 
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[bookmark: _Toc225494560]Decision tree for adverse event reporting and timelines


[bookmark: _Toc225494561]Procedure
[bookmark: _Toc225494562]Set-up
[bookmark: _Toc225494563]Decide on the level of reporting required
The CI (or delegate) will decide on the requirements for AE reporting in accordance with applicable regulations and guidance, based on the risk of the project to the participants and the project’s objectives.
[bookmark: _Hlk170293913]The CI (or delegate) will document the recording and reporting requirements for AEs e.g. in the UoB REC application or in the protocol. Documentation will cover the points listed below.  
Decisions on which AEs need to be recorded to ensure the safety of the participants and the integrity of the data.
The AEs that could reasonably be expected, and the timeframe within which they might occur:
for studies, the CI (or delegate) will specify a process for recording and managing non-medical AEs (for example, managing potential distress caused to participants when completing a psychological questionnaire by directing them to an appropriate helpline for support) 
for trials, the CI (or delegate) will define any AEs (including laboratory AEs) that are of interest, or that are important to the evaluation of the trial’s safety and will document the reporting process.
[bookmark: _Hlk170293899]Decisions on the applicable product information (the RSI for CTIMPs, and the safety information provided for other projects). For the purposes of this SOP these are referred to as ‘RSI or equivalent’.
[bookmark: _Hlk170293924]Requirements for study/trial locations based outside of the UK to follow local regulations when conducting a project. 
[bookmark: _Hlk170294303]The CI (or delegate) will determine if there are SAEs which can be excluded from reporting(e.g., admissions for elective procedures) or expedited reporting (e.g., high volume expected SARs or disease related death) and ensure details are captured in the protocol. All other SAEs should be reported by the study/trial location within 24 hours of first knowledge of the event. See also a safety reporting flowchart (PDF – 129 KB) for an overview of the expedited safety reporting requirements for a UK open label trial
For CTIMPs, the CI (or delegate) will ensure that the RSI is identified or created, to confirm what SARs are expected for the IMP.
The CI (or delegate) will prepare an investigator’s brochure (IB) if the investigational medicinal product (IMP) is being used outside the scope of its marketing authorisation. When creating an IB, the CI (or delegate) will refer to Appendix A of the ICH GCP E6(R3) guidelines, which delineates the minimum information that should be included in an IB, and provides suggestions for its layout. See also the Essential Documents Development and Maintenance SOP (UoB-ESD-SOP-001).
For licenced products, the CI (or delegate) may choose to use Section 4.8 of the Summary of Product Characteristics (SmPC) as the RSI. An assessment of the suitability of the SmPC should be conducted before use to ensure that the ARs are coded using MedDRA Preferred Terms.
The RSI must be approved by the Competent Authority before use. 
[bookmark: _Toc225494564]Develop processes for handling (serious) adverse events
The CI (or delegate) will, before the first study/trial location opens for recruitment, create forms and tools to capture AEs (if required) and SAEs. These will include the requirements for AE reporting, according to the applicable regulations and/or guidance (see the Safety Reporting and Timelines section below), ensuring that:  
the terminology used for defining AEs and SAEs, and related terminology on forms (e.g. severity and grade), aligns with that used in the project database for reporting processes (see the Case Report Form Development SOP (UoB-CRF-SOP-001) for further information)  
an SAE Form has been developed (see the SAE Form (UoB-AES-QCD-001) for an example; for medical devices, see the MEDDEV SAE template form (PDF – 21 KB) use for reporting to the Medicines and Healthcare products Regulatory Agency (MHRA) that can be adapted).
The CI (or delegate) will assess the need for out-of-hours medical cover to provide urgent trial-related medical advice. If such cover is deemed necessary:
it will be provided by a medically qualified doctor who has:
knowledge of the trial and the investigational product(s) 
access to the trial protocol and the IB or summary of product characteristics (SmPC) 
an external medical-advice service may be used
a contract defining each parties’ responsibilities will be put in place
appropriate training will be given
regular testing of the out-of-hours medical cover procedure is expected on a risk-appropriate basis
each test will be recorded accordingly.
Please Note: Medical cover may be delegated to the study/trial locations. 
The CI (or delegate) will create a pregnancy notification form for projects where participants, or their partners, might become pregnant during the relevant study/trial period, where the intervention may pose a risk to the unborn child. See the Pregnancy Notification Form (UoB-AES-QCD-003) for an example.
A pregnancy notification form may not be required: 
for pregnant partners of male participants where there is no known or suspected effect on spermatogenesis or if there is there is no potential for the product/IMP to be transferred to the foetus in the seminal fluid 
where all female participants are confirmed to be post-menopausal
where all female participants are under the age of 12 years. 
In projects where only some participants will be post-menopausal or under the age of 12, a pregnancy notification form will still be required.
If there is a known reason for all participants that pregnancy cannot occur, e.g. participants have been sterilised.
Informed consent needs to be obtained for the collection of follow-up information from the participant (or their partner in the case of male participants). 
[bookmark: _Hlk170287556]If applicable, the CI (or delegate) will develop an internal process for SAE handling (see Process for SAE Handling (UoB-AES-QCD-002) for an example) and will ensure that any sponsor-specific requirements are embedded in the process. It is expected that an SAE-tracking log is set up if more than 15 SAEs are anticipated. 
[bookmark: _Hlk187102026][bookmark: _Hlk187101993]For CTIMPs open in the UK, the CI (or delegate) will ensure new user accounts are setup on the Individual Case Safety Reports (ICSR) Submission portal for the reporting of SUSARs. For help with creating a new user account, please contact the REGI. See MHRA guidance on reporting SUSARs for further information including how to report. 
Please Note: The eSUSAR website previously used for the submission of SUSAR reports to the MHRA was decommissioned at the end of September 2022. From 01 October 2022 SUSARs will only be accepted via the ICSR Submission portal.
For CTIMPs open in the European Union (EU), the CI (or delegate) will ensure new user accounts are setup on the European Medicine Agency’s (EMA’s) Eudravigilance Clinical Trial Module (EVCTM) for the reporting of SUSARs. For help with creating a new user account, please contact the REGI.
For CTIMPs open in all other countries, the CI (or delegate) will ensure there is a process in place for reporting to the relevant authorities in accordance with the Country’s regulatory requirements.
For clinical investigations of medical devices, the CI (or delegate) will ensure new user accounts are setup on the Manufacturer's Online Reporting Environment (MORE) platform, for the safety reporting to the MHRA. For help with creating a new user account, please contact the REGI.
[bookmark: _Toc225494565]Training
The CI (or delegate) will ensure that staff at study/trial locations are appropriately trained in how to record and report AEs in accordance with the protocol. The CI (or delegate) will ensure that training is be documented (see Training SOP (UoB-TRN-SOP-001)) and includes the items listed below.
Causality assessment is typically undertaken by the PI; where the PI is not a doctor or dentist, this may only be performed within their usual professional remit, otherwise it must be delegated to a doctor or dentist with medical oversight responsibility.
For healthy-volunteer studies the causality assessment will be made by the healthcare professional who is identified in the protocol as the person providing ongoing input into the study. See also the Healthy Volunteer and Medical Oversight SOP (UoB-HVM-SOP-001).
When completing a causality assessment consider alternative causes, concomitant therapies, medical history and other risk factors; the assessment outcome will be recorded and included in the medical notes, or source data where this is not the medical notes.
Where appropriate, in line with local practice, there might be a need to report any SAEs to the R&D departments at each study/trial location.
The PI (or delegate) will, without delay, notify the CI (or delegate) of any SAE they become aware of, except for those identified in the protocol as not requiring immediate reporting. It is expected that this notification will occur within 24 hours of the PI (or delegate)’s awareness of the event. The PI (or delegate) will provide further information as requested.  
Study/trial locations will need to follow up on any AEs/SAEs until resolution or stabilisation.
Any applicable reporting requirements for after the treatment/involvement of the participant has ended (i.e. during follow-up)
For studies, non-medical AEs may occur that do not need reporting but do need recording and managing in line with the protocol.
The CI (or delegate) will ensure that clinical staff reviewing SAEs on the sponsor’s behalf are appropriately trained on the project-specific AE reporting requirements. The CI (or delegate) will ensure that training is documented (see Training SOP (UoB-TRN-SOP-001)) and includes the items listed below. 
Clinical staff reviewing SAEs on behalf of the CI will be familiar with, and use, the version of the RSI (or equivalent) that was approved and in use at the time the event occurred.
Clinical staff will review all documentation relating to the SAE and, using their clinical judgement, will review the causality assessment, determine the expectedness of the event (if applicable). They will ensure that outcome is documented.
For CTIMPS, the causality assessment carried out by the PI (or delegate) should not be downgraded during this review. If the CI (or delegate) disagrees with the PI’s (or delegate’s) initial causality assessment, the opinions of both parties should be documented. Where the event requires further reporting, both opinions should be provided with the report.
For medical devices, clinical staff will notify the CI (or delegate) without delay, about all SAEs and device deficiencies that could have led to a serious adverse device effect (SADE); this reporting requirement covers both anticipated (ASADE) and unanticipated (USADE) events. Clinical staff will follow up their notification to the CI (or delegate) with a detailed written report about the event.
[bookmark: _Toc225494566]Monitor adverse events throughout the project
The CI (or delegate) will keep detailed records of all reported AEs relating to the project in accordance to the protocol requirements. See the Data Management SOP (UoB-DMA-SOP-001) and the Project Oversight and Quality Management SOP (UoB-POS-SOP-001).
The CI (or delegate) will weigh anticipated benefits and risks of the project, including the ongoing safety evaluation of the intervention, for the duration of the study/trial. The CI (or delegate) will notify REGI of any safety trends noted; this will enable REGI to pass the information on to researchers using the same intervention (see procedure point 5.3.
Where a pregnancy occurs during a project, the CI (or delegate) will ensure that the pregnancy is followed up to the point where the outcome of the pregnancy is known and where the outcome is unfavourable ensure that an SAE Form is completed.
[bookmark: _Toc225494567]Safety reporting and timelines
The CI (or delegate) will ensure that AEs and SAEs are reported accordance to the protocol within the stated timelines. As part of this process, the CI (or delegate) will carry out the actions listed below.
Review causality assessments and perform expectedness assessments.
The AR term assessed for expectedness must be that reported by the study/trial location as having caused the SAE. Synonymous medical terms (e.g. sedation, somnolence, drowsiness) representing truly the same medical phenomenon may be considered expected but different forms of the same medical phenomenon (e.g. different forms of rash such as rash generalized, rash maculo-popular) which are not considered to be the same medical phenomenon would be unexpected.
If the study/trial location reported AR term is included in the RSI the event is considered expected unless:
there is an increase in severity (e.g., the SAE was life threatening or fatal, or of a higher grade than that recorded in the RSI)
additional information is provided regarding specificity (e.g., if respiratory tract infection is listed as an expected SAR, a lower respiratory tract infection SAR should be considered unexpected).
Assess the SARs against the RSI (or equivalent) approved at the time of the event. 
Follow appropriate safety reporting guidelines based on the type of research:
[bookmark: _Hlk187102068]for CTIMPS, refer to the NIHR Clinical Trials Toolkit for safety reporting requirements
[bookmark: _Hlk187102078]for all other HRA-approved, and/or NHS REC approved clinical research, consult the HRA Safety Reporting website
for UoB REC-approved research, follow the UoB Code of Practice for Research (PDF – 459 KB).
For HRA approved and/or NHS REC-approved studies and non-CTIMPs, the CI (or delegate) will report only unexpected and related SAEs to the REC within 15 days of becoming aware of the event, using the ‘non-CTIMP safety report form’. A copy will also be sent at that time to REGI, including a note from the CI explaining how this case impacts the study’s safety profile. See HRA Procedures for Safety Reporting for more information.
For CTIMPs and clinical investigations of medical devices, see subheadings listed below.
For projects where an external CTU (non-UoB) is used, the CI (or delegate) will consult with REGI on the need to ensure that any formal communications relating to safety reporting is sent to REGI prior to the communication being sent to the REC/HRA/MHRA (as applicable).
If applicable, consider outlining this requirement in the contractual agreement with the external CTU.
[bookmark: _Toc225494568]CTIMPs
[bookmark: _Hlk187102102]The CI (or delegate) will report all SUSARs to the competent authority (CA) (and the REC where applicable) within the timeframes outlined below. Note that in the UK the CA is the MHRA, and the ICSR submission portal will be used for UK-relevant SUSARs. These include SUSARs originating in the UK or those outside the UK where the sponsor has an ongoing project in the UK involving the same medicinal product. At the time of submission to the CA, a copy of the report will also be sent to the REGI (as sponsor), including a note from the CI explaining how the case impacts the trial’s safety profile.
Fatal/life-threatening SUSAR: initial report to be submitted within 7 days of being notified of the event; any additional relevant information within 8 days of sending the first report. 
[bookmark: _Hlk187061507]Non-fatal/non-life-threatening SUSAR: to be reported within 15 days of being notified of the event. 
Please Note: HRA guidance on important changes to progress reports and safety reports that was first introduced to research approved by RECs in England and Wales on 1 June 2024 and then Scotland and Northern Ireland on 1 August 2024. 
For CTIMPs with trial locations in other countries, the CI (or delegate) will ensure all SUSARs are reported through all necessary reporting routes:
relevant member states’ submission gateways
EVCTM. 
The CI (or delegate) will reassess SAEs upon receipt of significant follow-up information, using the RSI (or equivalent) that was approved at the time of the first occurrence of the event.
If significant new information is received following the reporting of an event (e.g. leading to the upgrade or downgrade of category, duplicate events or reason for reporting) the reporting timeframe commences from the receipt of the new information. This information will be reported to the CA (and REC where appropriate), with a copy sent to REGI, as a follow-up report within 15 days. 
If a non-fatal/non-life-threatening SUSAR is re-categorised (upgraded) as a fatal/life-threatening SUSAR, this will be reported within 7 days following the process described in procedure point 3.3.
Other non-significant but relevant follow-up reports (e.g. resolution date) will be reported upon the resolution of the event.
[bookmark: _Toc225494569]Clinical investigations of medical devices
The CI (or delegate) will document details of the following reportable events during the project:
any SAE
any device deficiency that might have led to a SAE if appropriate action had not been taken, intervention had not occurred, or circumstances had been less fortunate
any new findings in relation to any event referred to in the points above.
The CI (or delegate) will document and assess all device deficiencies throughout the project. See BS EN ISO 14155:2020, Clinical investigation of medical devices for human subjects — Good clinical practice for further information (requires UoB login).
The CI (or delegate) will report the events mentioned in point 3.7 to REGI immediately and, in any event, no later than 3 calendar days after the project’s personnel become aware of the event.
Include a note from the CI explaining how this case impacts on the project’s safety profile.
Where applicable, report all relevant safety information to the relevant project oversight committee.
The CI (or delegate) will assess the relationship between the use of the medical device and the occurrence of each AE categorised. 
During causality-assessment activity, clinical judgement will be used. Relevant documents such as the IB, the clinical investigation plan or the risk analysis report will be consulted, as all SAEs that were originally identified as being expected, along with their potential risks, are listed and assessed there.
The presence of confounding factors such as concomitant medication/treatment, the natural history of the underlying disease, and other concurrent illness or risk factors will be considered. These considerations also apply to the SAEs occurring in the comparison group. 
To harmonise reports, each SAE will be classified according to 5 different levels of causality. The following assess the relationship of the SAE to the investigational medical device or procedures. 
Level 1 - Not related: relationship to the device or procedures can be excluded.
Level 2 - Unlikely: the relationship to the use of the device seems not relevant and/or the event can be reasonably explained by another cause, but additional information may be obtained. 
Level 3 - Possible: the relationship to the use of the investigational device is weak but cannot be ruled out completely.
Level 4 - Probable: the relationship to the use of the investigational device seems relevant and/or the event cannot reasonably be explained by another cause, but additional information may be obtained.
Level 5 - Causal Relationship: the serious event is associated with the investigational device, or with procedures, beyond reasonable doubt.
Where uncertainty remains regarding the SAE’s classification, it will be classified as “Level 3 Possible”. See EU guidelines for further details.
The CI (or delegate) will be responsible for reporting the events described in point 3.7 to the CA (in the UK this is via MORE platform to MHRA). The nature of the events, and timescales for reporting them, are outlined below and in the ‘Decision tree for AE reporting and timelines’.
A reportable event will be reported immediately, and no later than 2 calendar days after their awareness of it, where:
there is imminent risk of death, serious injury, or serious illness indicated, and prompt remedial action is required for other patients, participants, users or other persons, or
there is a new finding in relation to such a previously reported event.
Where a reportable event does not meet the description outlined above, it will be reported immediately, and no later than 7 calendar days after their awareness of it. These timescales will also apply when reporting any new finding/update in relation to such a previously reported event.
[bookmark: _Toc225494570]Urgent safety measures
A sponsor or investigator may take appropriate urgent safety measures in order to protect research participants against any immediate hazard to their health or safety, without prior authorisation from a regulatory body. For reporting to the REC, the appropriate REC safety reporting cover sheet should be used (see HRA urgent safety measures (all studies) for more information). See also MHRA guidance on urgent safety measures for further details.
For CTIMPs open in the UK, where an urgent safety measure is taken, the CI (or delegate) will contact the MHRA (through the Clinical Trial Helpline on 020 3080 6456 (correct at the time of writing)) to discuss the urgent safety measure. The MHRA will be contacted no later than 3 days after the measures are taken (but ideally within 24 hours).
The CI (or delegate) will provide written notification to the REC (and the CA where applicable) and REGI of the urgent safety measure within 7 calendar days from the date the measures are taken.  
The CI (or delegate) submit a substantial modification that covers the urgent safety measure (with no additional changes). This should be as soon as possible; for CTIMPs, it is expected to be submitted within 2 weeks of when the MHRA was first informed (via telephone) of the urgent safety measure or as per the time frame specified in the correspondence with the MHRA.  
The CI (or delegate) will ensure that participants are given the option to re-consent, or to withdraw from the project, where urgent safety measures have been implemented to protect them against immediate hazard(s) to their health and safety.
[bookmark: _Toc225494571]Communicating safety issues
The CI (or delegate) will inform the sponsor (REGI) of any potential significant safety issues that may have to be reported to any other projects in the sponsor’s portfolio that are using the same IMP/medicine/intervention.
The CI (or delegate) will inform relevant third parties (where this is a contractual requirement) about any relevant safety data, or significant safety issues, as appropriate (this does not include study/trial locations, see procedure point 5.4). 
Within 10 working days of receiving information regarding potentially significant safety issues relating to an IMP/medicine/intervention, the REGI (as the sponsor) will contact all CIs in the sponsor’s portfolio who are leading projects that also involve the affected IMP/medicine/intervention. REGI will also assess any impact upon sponsorship, insurance or contractual obligations, and will respond as necessary. If a supplier issues a revised SmPC, REGI will notify the CIs leading any relevant projects about the update. 
The CI (or delegate) will:
inform the study/trial location staff about any safety issues in a timely fashion (for CTIMPs this includes forwarding information about SUSARs)
ensure that any safety information is made available for the relevant project oversight committee (e.g., Data Monitoring Committee) to review at the scheduled time points (where one is in place)
if required/appropriate, ensure an urgent meeting is convened for the relevant project oversight committee to assess all the safety information (the committee will then advise the CI of their decisions).
[bookmark: _Toc225494572]Quarterly/annual reporting
The CI (or delegate) will ensure that any required quarterly/annual reporting is completed, and that all relevant documentation (including acknowledgment receipts) is filed in the study/trial master file (S/TMF).  
For all UoB sponsored clinical research or where UoB acts as the national coordinating centre, the CI (or delegate) will submit the sponsor’s annual progress report (Word – 293 KB) within 30 days of the anniversary date of the project obtaining favourable opinion from the REC. The form can be completed and returned to researchgovernance@contacts.bham.ac.uk - electronic submission via email is accepted.
Where an external CTU is used, the CI (or delegate) will ensure that any formal quarterly/annual reporting is sent to REGI prior to the communication being sent to the REC/HRA/MHRA (as applicable).
Consider outlining this requirement in the contractual agreement with the external CTU.
[bookmark: _Hlk187102679]Please Note: HRA guidance on important changes to progress reports and safety reports that was first introduced to research approved by RECs in England and Wales on 1 June 2024 and then Scotland and Northern Ireland on 1 August 2024.
[bookmark: _Toc225494573]Studies and non-CTIMPs
For HRA approved and/or NHS REC approved clinical research, there is no longer a requirement to submit an annual progress report (APR) (see the HRA’s important changes in point 6.6). Similarly, there are no annual reporting requirements for UoB REC approved clinical research. 
[bookmark: _Toc225494574]Clinical investigations of medical devices 
[bookmark: _Hlk187102707]The CI (or delegate) will ensure quarterly summary reports (providing an update on the latest overall safety profile for the investigation) are submitted directly to the CA. A copy of the report will be provided to REGI (as sponsor) at the point of submission. See MHRA guidance on clinical Investigations for medical devices.  
Please Note: where users are unable to access to the MHRA MORE system, please contact REGI. Where necessary, REGI will submit the report for the project. 
[bookmark: _Toc225494575]CTIMPs (development safety update report (DSUR))
The CI (or delegate) will ensure the appropriate completion and submission of an annual DSUR to the CA, (and the REC where applicable), with a copy sent to the REGI. Refer to the MHRA guidance on DSURs and the ICH E2F guidance for full details of what to include in the a DSUR. 
Please Note: HRA guidance on important changes to progress reports and safety reports that was first introduced to research approved by RECs in England and Wales on 1 June 2024 and then Scotland and Northern Ireland on 1 August 2024.
DSURs are to be submitted to relevant CAs within 60 calendar days of the DSUR data lock point. For UoB-sponsored trials, the lock point is the last day  before the anniversary of the trial’s first Clinical Trial Authorisation (CTA) approval from any CA (worldwide). For UK-only trials, this corresponds to the date regulatory approval was granted by the MHRA. For administrative convenience, the data lock point of the DSUR can be designated as the last day of the month prior to the month of the trial’s first CTA approval. 
DSUR are no longer required once the declaration of the global end of the trial form has been received by the MHRA.
The CI (or delegate) will ensure that SARs included in the DSUR are coded using MedDRA primary System Organ Class (SOC) and Preferred Term. 
For access to the UoB MedDRA account contact Dr Sarah Bowden (s.j.bowden@bham.ac.uk, with a copy to newbusiness@trials.bham.ac.uk).
The CI (no delegation) will review and approve the DSUR prior to submission, even if its preparation is delegated to the trial management team. The CI may appoint an independent clinician to review aggregated summaries in the DSUR where it is not deemed appropriate for the CI to do so e.g. where safety is the primary end point for the trial.
[bookmark: _Toc225494576]CTIMPs (updates to the RSI)
In line with MHRA guidance, it is best practice to submit an updated version of the IB (as a substantial modification application) and a new DSUR in parallel, or alternatively to submit the application of substantial modification for the authorisation of the updated RSI within one month after the submission of the new DSUR at the latest. For further details, see MHRA guidance on RSI. 
Where producing an IB for a trial, the CI (or delegate) will review, validate and if necessary, update the IB at least once a year, and confirm to the REGI that this has occurred. 
If an existing IB or SmPC (e.g. provided by a third party, such as the IMP manufacturer) is used as the source for the RSI, the CI (or delegate) will ensure that the content of the IB or SmPC is reviewed at regular intervals, as defined in the trial-specific risk assessment, and as a minimum annually (prior to submitting the DSUR). The CI (or delegate) will confirm to REGI that the content review of the IB/SmPC has taken place.
Where updates to the RSI are required, the CI (or delegate) will submit a substantial modification (changes to the format only of the RSI that do not involve a change in the content may be considered a minor modification) to the CA.
The CI (or delegate) will ensure any proposed changes to the RSI receive appropriate regulatory approval prior to implementation/use of the updated RSI and will ensure that all relevant stakeholders (e.g. trial staff and clinical assessors) are provided with the updated safety information.
The new RSI must only be used for the assessment of expectedness of suspected SARs for the purposes of expedited reporting of SUSARs after authorisation of the substantial modification relating to the RSI.
For the purposes of the identification of SUSARs within the DSUR, the ‘RSI in effect at the start of the annual reporting period’ will be used. The ‘RSI in effect at the start of the annual reporting period’ is defined as the version of the RSI at a timepoint closest to the data lock point at the start of the DSUR reporting period. Further details is provided in MHRA guidance on RSI, including Figure 1: Diagram explaining which RSI should be used in the DSUR (PDF - 138 KB). 
[bookmark: _Toc225494577]At the end of the project
The CI (or delegate) will ensure that all reported AEs and SAEs are archived.
If SAE information is kept in a separate system, ensure that the information is reconciled with the main project database.
Ensure that all SAE forms, and related information, are archived as part of the S/TMF.
[bookmark: _Toc225494578]List of expected outputs
[bookmark: _Toc225494579]All clinical research projects
A section in the protocol regarding all AE reporting requirements and evidence of its implementation.
An SAE reporting form. 
A pregnancy notification form (if required). 
Evidence of AE reporting procedures (including carrying out the causality assessments) being delegated to the study/trial location(s) (as appropriate).
Evidence of project staffs’ training in AE reporting procedures.
A repository for capturing individual safety reports including AEs.
Evidence of causality outcomes for SAEs and where applicable and expectedness outcomes for related SAEs.
Evidence of SAEs being reported to the sponsor, as required (and for medical devices, to the MHRA and manufacturer) and evidence of follow-up information being sent.
Documented evidence of the identification, management, resolution and where appropriate reporting of major safety issues.
Annual progress report submitted to REGI (as applicable).
[bookmark: _Toc225494580]CTIMPs only
Evidence of SUSARs being reported to the CA, REC and PI on time, with a copy sent to REGI.
Evidence of DSURs being submitted to the CA and REC on time, with a copy sent to REGI. 
Evidence of IB/SmPC being reviewed annually and evidence of review being provided to REGI.
[bookmark: _Toc225494581]Clinical investigations of medical devices only
A device deficiency reporting form.
A repository for capturing individual device deficiency reporting forms.
Evidence of all reportable events being reported to the CA and REC on time, with a copy sent to the sponsor/REGI.
Evidence of quarterly summary reports being sent by the CI (or delegate) to the CA on time, with a copy sent to REGI.


[bookmark: _Toc225494582]Related documents
[bookmark: _Toc225494583]Associated QMS documents
UoB-AES-QCD-001 SAE Form
UoB-AES-QCD-002 Process for SAE Handling
UoB-AES-QCD-003 Pregnancy Notification Form
[bookmark: _Toc225494584]Additional QMS documents
UoB-DMA-SOP-001 Data Management
UoB-ESD-SOP-001 Essential Documents Development and Maintenance
UoB-GCP-POL-001 UoB Principles of GCP for Clinical Research
UoB-HVM-SOP-001 Healthy Volunteers and Medical Oversight
UoB-POS-SOP-001 Project Oversight and Quality Management
UoB-SPO-QCD-001 Clinical Trial Task Delegation Log
UoB-TRN-SOP-001 Training
Access to the full UoB QMS for clinical research is available via the CRCT website.
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	ADE
	Adverse device effect

	AE
	Adverse event

	APR
	Annual progress reports

	AR
	Adverse reaction

	ASADE
	Anticipated Serious Adverse Device Effect 

	CA
	Competent authority

	CI
	Chief investigator

	CTA
	Clinical Trial Authorisation

	CTIMP
	Clinical Trials of an Investigational Medicinal Product

	CTU
	Clinical trials unit

	DD
	Device deficiency

	DSUR
	Development safety update report

	EMA
	European Medicine Agency

	EU
	European Union

	EVCTM
	Eudravigilance Clinical Trial Module

	IB
	Investigator’s brochure

	ICH
	International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use. 

	ICSR
	Individual Case Safety Reports

	IMP
	Investigational medicinal product

	HRA
	Health Research Authority

	MedDRA
	Medical Dictionary for Regulatory Activities

	MHRA
	Medicines and Healthcare products Regulatory Agency

	MORE
	Manufacturer's Online Reporting Environment

	PI
	Principal investigator

	REC
	Research ethics committee

	REGI
	Research Ethics, Governance and Integrity Team

	RSI
	Reference safety information

	S/TMF
	Study/trial master file

	SADE
	Serious adverse device effect

	SAE
	Serious adverse event

	SAR
	Serious adverse reaction

	SmPC
	Summary of product characteristics

	SOC
	System Organ Class

	SOP
	Standard operating procedures

	SUSAR
	Serious unexpected serious adverse reaction

	UoB
	University of Birmingham

	USADE
	Unanticipated serious adverse device effect


See also Glossary of Terms for a full list of abbreviations and definitions. 
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