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ABBREVIATIONS
	CAPA
	Corrective and Preventative Actions

	CI
	Chief Investigator

	CTIMP
	Clinical Trial of Investigational Medicinal Product

	Deviation
	A minor unintended departure from protocol and/or GCP

	DMC
	Data Management Committee

	GCP 
	Good Clinical Practice

	HRA
	Health Research Authority

	MHRA

	Medicines and Healthcare products Regulatory Agency

	Non-CTIMP
	Non-Clinical Trial of Investigational Medicinal Product

	PI
	Principal Investigator

	QA 
	Quality Assurance

	QC 
	Quality Control

	REC
	Research Ethics Committee

	Serious Breach
	A breach likely to significantly affect participant safety or the integrity/validity of the study data.

	SM
	Study Manager

	SMF
	Study Master File

	SOP
	Standard Operating Procedure

	SU
	Swansea University

	SUSOC
	Swansea University Sponsorship Oversight Committee

	TM
	Trial Manager

	TMF
	Trial Master File

	USM
	Urgent Safety Measure




1. [bookmark: _Toc471980628][bookmark: _Toc166765367][bookmark: _Toc228267083]PURPOSE AND SCOPE
The purpose of this document is to describe the processes for identification and management of study protocol Deviations, Serious Breaches of protocol and Good Clinical Practice (GCP), and Urgent Safety Measures (USM), undertaken by Swansea University (SU) Research Governance staff in relation to SU sponsored studies, i.e. research applications requiring NHS ethical and/or HRA approval.

2. [bookmark: _Toc228267084]RESPONSIBLE PERSONNEL
All SU Research Governance staff and SU Research staff should be familiar with this policy and conduct their working activities in accordance with it.

Trial/Study research team are responsible for reporting any safety issues or suspected deviations or breaches that occur during the research project to the Sponsor, and for advising if a USM has been implemented.

The Sponsor is responsible for reporting serious breaches in SU sponsored studies to the respective approval body (MHRA and /or REC), and ensuring that appropriate arrangements are in place for reporting when an USM has been implemented. Sponsor must retain oversight of the process when responsibility is delegated.

The Chief Investigator (CI) is responsible for ensuring there are mechanisms in place to monitor research activity and identify any deviation from the principles of GCP or the approved project protocol and follow up any USM. The CI must also keep an audit trail of all USMs, deviations and serious breaches reported to the Sponsor.

[bookmark: _Hlk204076722]A Trial/Study Manager (T/SM), if applicable, is responsible for ensuring that all USM reports, serious breach forms, logs, communication and decisions relating to serious breaches are filed in the digital Trial/Study Master File (T/SMF). Where delegated, the TM is also responsible for the submission of serious breach reports and USMs to the REC and MHRA (where applicable), within the designated timescales and disseminating the information to trial/study sites.

The SU Research Quality Assurance Officer is responsible for coordinating the review of serious breach reports and USMs. Where delegated, the Research Quality Assurance Officer is also responsible for the submission of serious breach reports and USMs to the REC and MHRA (where applicable), within the designated timescales and disseminating the information to trial/study sites.

The SU Sponsorship Oversight Committee (SUSOC) are responsible for reviewing all potential serious breaches of protocol and/or GCP, to identify the extent of the breach and devise an appropriate corrective and preventative action (CAPA) plan.

The Trial/Study Management Group (T/SMG) are responsible for reviewing project updates, reported serious breaches and the associated CAPAs.

A Data Monitoring Committee (DMC), where this body exists on a trial/study, are responsible for reviewing final collated information relating to serious breaches and USMs and communicating any recommendations to all relevant parties.

3. [bookmark: _Toc228267085]DEFINITIONS
Deviation: any minor un-intended departure from the approved trial/study protocol and/or GCP that does not result in harm to participants or significantly affect the scientific value of the data e.g. boxes on consent form ticked rather than initialled; completed consent form misfiled; visit date deviation.  Repeated deviations have the potential to be classed as serious breaches dependent on their impact.
Serious Breach: any departure from the approved trial/study protocol and/or the principles of GCP that has the potential to affect to a significant degree:
· The safety, physical or mental integrity of the participants; or
· The scientific value of the trial/study.

The judgement on whether a deviation is likely to have a significant impact on the scientific values depends on a variety of factors e.g. trial design, contribution of the data to key analysis parameters, impact of excluding data from analysis etc. e.g. multiple randomisation errors; multiple unexplained changes to source data; information sheet and consent form not updated with key safety information in a timely manner.
Urgent Safety Measure (USM): any action taken to protect the participants of a research trial/study against any immediate hazard to their health or safety. USMs can be put in place with immediate effect without any prior authorisations or approvals. Urgent safety issues may relate to the procedures conducted in a research project or to the intervention under investigation.

Planned Deviations/ Protocol Waviers: 
Prospective or planned deviations from an approved protocol are not permitted. This includes, but is not limited to, the enrolment of participants who do not meet the approved eligibility criteria.
The CI does not have the authority to waive or override protocol requirements, including eligibility criteria.
A protocol deviation may occur only where it is immediately necessary to eliminate an urgent hazard to participant safety. Any such deviation must be documented and reported in accordance with institutional and ethics committee requirements.

	Type
	Definition
	Example
	Reporting Requirement

	Deviation
	Minor unintentional departure
	Missed visit window
	Record only

	Serious Breach
	Major departure affecting safety/data
	Use of wrong consent form
	Report to MHRA/REC within 7 days

	USM
	Immediate action to prevent harm
	Temporary halt of dosing due to AE
	Notify MHRA/REC within 3 days



4. [bookmark: _Toc228267086]BACKGROUND
All research should be undertaken as defined within the approved protocol according to the UK policy framework for health and social care research (2017). For Clinical Trials of Investigational Medicinal Products (CTIMPs) it is a legal requirement to adhere to the protocol under the Medicines for Human Use (Clinical Trials) (Amendment) Regulations 2025 and the EU Directive when sites in Northern Ireland and the EU are involved.
Deviations from research protocols or accidental deviations from GCP occur occasionally in research trials/studies. The majority are technical non-serious events which do not result in physical or mental harm to participants, or significantly affect the scientific value or data integrity of the trial/study. Deviations must be documented with appropriate CAPAs taken.
When a deviation of the protocol or GCP is persistently repeated and has the potential to affect to a significant degree the safety, physical or mental integrity of the participants or the scientific value of the trial/study, this may be classed as a serious breach. Serious breaches require reporting to the relevant Research Ethics Committee (REC), R&D departments and if applicable, the MHRA. 
To protect the safety of research participants from an immediate hazard to their health and safety, it may be necessary to deviate from the approved protocol. This acceptable deviation is classed as an USM, and may relate to the procedures conducted in the trial/study or to the intervention under research. All USMs should be notified to the REC, R&D departments and MHRA (if applicable).
5. [bookmark: _Toc471980631][bookmark: _Toc166765369][bookmark: _Toc228267087]PROCEDURE

See appendix 1 for a flowchart showing the overview of the process of classifying 
and reporting deviations, serious breaches and urgent safety measures.
A more detailed description of the process is included below.
[bookmark: _Toc228267088]5.1 Identification of deviations and serious breaches 
Deviations may be identified during routine quality control procedures by the Research QA Officer, or reported directly from the Principal Investigator (PI) or other site staff.
Deviations e.g. missed visit date, may be recorded in the participant notes or Case Report Form and do not require reporting to the sponsor. However, recurrent consistent deviations from the protocol/GCP may constitute a serious breach if they violate conditions of trial/study approvals or the law.
PI responsibilities
Any significant deviation from the principles of GCP and/or the protocol at a site which could potentially impact a participant’s safety should be reported to the trial/study CI and SU trial/study team within 24 hours of site knowledge. 
These events must also be recorded on a Deviation, Breaches and USM log with an explanation and justification of actions taken. This log should be kept in the Investigator Site File. The site PI will review this log periodically and by this method will identify any recurrent potential serious breaches. 
CI responsibilities
The CI shall report all protocol and GCP deviations, and potential serious breaches to the Sponsor within 24 hours of knowledge.
The CI, SU TM or delegate will ensure that copies of completed logs have been reviewed during a monitoring visit or periodically sent by the site at pre-defined intervals. Site will be instructed to confirm by email if deviations have not been identified during a particular interval.
[bookmark: _Toc228267089]5.2 Classification of Serious Breaches
Any deviation should be considered a potential serious breach where there is a significant impact on:
· Participants safety or physical or mental integrity
· The scientific value i.e. completeness, accuracy and/or reliability of the trial/study data
PI responsibilities
To begin the process of reporting a potential serious breach, the site PI or delegate must complete a breach report form (SU Research Governance Breach Report Form) and enter the event on the trial/study Deviations Breaches and USM log, and keep in the digital T/SMF. The CI and SU trial/study team must be notified of any potentially serious breaches as soon as possible and usually no later than 24 hours of the site becoming aware.
CI responsibilities
The CI/SU trial/study team must notify the Sponsor of a potential breach no later than 24 hours of becoming aware.
[bookmark: _Toc228267090]5.3 Assessment of deviations and serious breaches
The SU Research QA Officer within Research Governance will undertake an initial assessment of the reported event with the reporting party to establish further action required.
An assessment to determine whether the event should be categorised a serious breach will be coordinated by the SU Research QA Officer, including consideration of whether the deviation:
· Affects patient safety, confidentiality or data integrity to a significant degree
· Relates to a substantial GCP deviation
· Indicates several, persistent deviations suggesting a systematic failure
· Shows significant failure to comply with required regulations
Where the event appears to meet the criteria of a potential serious breach the SU Research QA Officer will coordinate an investigation with the CI and organise a review by the SUSOC. The review panel will include at minimum, the current SUSOC Chair and the Research Governance Lead but if required, other committee members may be invited to review, depending on the type of study and breach. 
The investigation will:
· Identify which section of GCP or the approved protocol has been breached
· Identify how the breach impacts trial participants and/or the scientific integrity of the research project.
The SUSOC and CI will work together to identify the extent of the breach and finalise a CAPA plan (using the SU Research Governance CAPA Plan Template). The SUSOC shall agree who needs to be notified of the breach and any follow up actions required. The SUSOC will also decide whether to involve the research site R&D department in the breach investigation/review. Where a trial/study has a DMC, the CI will send the breach report to this body for review and comment.
Where an USM is required, see section 5.7 – 5.12 of this SOP.
[bookmark: _Toc228267091]5.4 Reporting of serious breaches
The SU Research QA Officer will update the breach report with the outcome of the investigation, and submit the breach report to the main REC for the trial/study, and MHRA if applicable, within 7 days of sponsor knowledge of the event(s). 
Follow up reports should be submitted to the REC and MHRA if actions cannot be fully identified within the initial report.
Full guidance on the reporting process for serious breaches for both CTIMPs and non-CTIMPs is available on the MHRA and HRA websites (see references).
[bookmark: _Toc228267092]5.5 Record retention
All records and communication of both potential and confirmed serious breaches shall be retained, including those not deemed serious, and shall be filed in the relevant digital T/SMF and sponsor files.
The CI is responsible for ensuring all report forms and correspondence with the REC and MHRA is filed within the digital T/SMF. The MHRA and/or REC may enter into a dialogue with the SU Research QA Officer and/or CI. All verbal conversations should be recorded (preferably by follow up email) and filed in the digital T/SMF.
[bookmark: _Toc228267093]5.6 Ongoing oversight of deviations and serious breaches
Following the start of recruitment, in trials/studies assessed as high risk by the sponsor, the SU Research QA Officer will periodically review the trial/study deviation log. Additionally, the T/SMG will review that any required CAPAs are effective and implemented in a timely manner. Any corresponding comment or actions from the T/SMG must be documented and filed within the digital T/SMF.
[bookmark: _Toc228267094]5.7 Urgent Safety Measures (USM)
For all research trials/studies, a research Sponsor and investigator may take appropriate USMs to protect a research participant from any immediate hazard to their health and safety. This measure can be taken before seeking approval from the competent authorities (MHRA in the UK) and ethics committees of all member states concerned.

[bookmark: _Toc228267095]5.8 Implementation of an USM
If a USM has been implemented by a site PI, this person must notify the sponsor so that they can assess and report the USM within the timelines required. The Trial/study team/CI immediately should be notified at the same time as the sponsor, and no later than 24 hours following identification of the USM.  
Where a CI is thinking of implementing a USM, the CI should first discuss with the sponsor and SUSOC, to ensure that the USM can be assessed and reported within the required timelines. 
[bookmark: _Toc228267096]5.9 Reporting an USM
For all research trials/studies, the sponsor must communicate the USM to the MHRA (where involved) and main REC, in writing, within three days of the action being taken. The notification should be in the form of a substantial amendment and should describe the event, the measures taken and justification for the measures taken. Further details can be found on the MHRA and HRA webpages. 
Alternatively, an end of trial declaration should be completed where relevant.

For CTIMPs, Sponsors should phone the MHRA Clinical Trial Unit within 24 hours to discuss the event with a medical assessor. Then sponsors should make a follow up written notification to the MHRA within three days as per required timelines.
The main research ethics committee (REC) must be notified immediately and in any event within three days, that such measures have been taken and the reasons why. Further details can be found on the HRA webpage.

Where applicable, oversight committees (such as the Data Monitoring Committee) should review information relating to USMs and report any recommendations to all relevant parties. It should be noted that oversight committees can suggest implementation of a USM upon review of the data, and this recommendation should be immediately reported to the sponsor and CI in order for the sponsor to fulfil reporting requirements.

NHS R&D offices will require notification in accordance with local policies/procedures, including participating site study staff. In addition, the funder should be updated on all developments and actions as soon as possible.

For non-CTIMP research, the CI must notify the main REC immediately of any USMs and in any event within three days. NHS R&D offices will also require notification in accordance with local policies/procedures. In addition, the funder should be updated on all developments and actions as soon as possible.
[bookmark: _Toc228267097]5.10 Follow up actions for an USM
The Sponsor should ensure all necessary actions related to a USM are carried out according to an agreed timeframe, and should prepare and update a CAPA plan (using the SU Research Governance CAPA Plan Template). The Research Governance Lead and SU QA Officer will review the CAPA plan and either one can sign it off.
[bookmark: _Toc228267098]5.11 Restarts following USM
All research projects which have been suspended due to an USM can only be restarted by submitting a substantial amendment providing evidence that it is safe to restart the research project. Please refer to the MHRA and HRA websites for further information on how to restart the research project.
[bookmark: _Toc228267099]5.12 Record retention for an USM
The Sponsor should ensure all parties are in receipt of all correspondence with the REC, HRA and MHRA, where appropriate, including all follow up reports and correspondence.
Participating sites should be asked to confirm receipt of any documentation and implementation relating to a USM. Copies of notifications/receipts from sites must be requested and retained in the digital T/SMF.
Records of deviations, serious breaches and USMs should be filed in the digital T/SMF and retained, post trial/study close out, for the minimum retention period as stated in the original trial/study IRAS form, and as required by Sponsor. 
6. [bookmark: _Toc471980640][bookmark: _Toc166765380][bookmark: _Toc228267100]REFERENCES
[bookmark: _Toc471980641][bookmark: _Toc166765381][bookmark: _Toc228267101]6.1 Referenced SOPs and Policies
This SOP should be read alongside the:
- SU Sponsorship Policy
- SU Research Integrity Policy Framework

[bookmark: _Toc471980642][bookmark: _Toc166765382][bookmark: _Toc228267102]6.2 Referenced Forms and Templates
- SU Research Governance Breach Report Form
- SU Research Governance Deviation_Breach_USM log
- SU Research Governance CAPA Plan Template Non-CTIMPs

[bookmark: _Toc471980643][bookmark: _Toc166765383][bookmark: _Toc228267103]6.3 Other References
- UK Policy Framework for Health & Social Care Research (2017)
- UK Medicines for Human Use (Clinical Trials) (Amendment) Regulations 2025  
[bookmark: _Toc218858056][bookmark: _Toc228267104][bookmark: _Toc164770746][bookmark: _Toc164770871][bookmark: _Toc166765384]- Medicine and Healthcare products Regulatory Agency website (MHRA) - https://www.gov.uk/government/organisations/medicines-and-healthcare-products-regulatory-agency  
[bookmark: _Toc228267105][bookmark: _Toc218858057]- Health Research Authority website (https://www.hra.nhs.uk/) 
- Principles of Good Clinical Practice (as outlined in Directive 2005/28/EC)
- Data Protection Act (2018) 
- Human Tissue Authority (https://www.hta.gov.uk/)
- Human Tissue Act 2004 
[bookmark: _Toc228267106][bookmark: _Toc164770747][bookmark: _Toc164770872][bookmark: _Toc166765385][bookmark: _Toc218858058]- Medical Research Council e-learning (https://bygsystems.net/mrcrsc-lms/)
[bookmark: _Toc228267107][bookmark: _Toc164770748][bookmark: _Toc164770873][bookmark: _Toc166765386][bookmark: _Toc218858059]- UK Research Integrity Office (https://ukrio.org/)

[bookmark: _Toc166765387][bookmark: _Toc228267108]Appendix 1 – Procedure for classifying and reporting Deviations, Serious Breaches and USMs.

CAPA: Corrective And Preventative Action(s)
QC: Quality Control
SMF: Study Master File
SUSOC: Swansea University Sponsorship Oversight Committee
USM: Urgent Safety Measure(s)
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