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[bookmark: _Toc223012773]Purpose
This standard operating procedure (SOP) describes the procedure for the development, review, implementation and filing of a harmonised quality management system (QMS) that involves merging the University of Birmingham’s (UoB) clinical research QMS with the Birmingham Clinical Trials Unit’s (BCTU) QMS and Cancer Research UK Clinical Trials Unit’s (CRCTU) QMS and incorporating processes from Research FIRST. 
[bookmark: _Toc223012774]Scope
This SOP applies to the UoB clinical research QMS and the QMSs in the BCTU and CRCTU. It also applies to the processes in Research FIRST. The harmonised QMS will focus on regulatory compliance. Hereafter, both the Clinical Trials Units (CTUs) and Research FIRST will be referred to as ‘unit’.  For the general requirement of setting up and maintaining a QMS for clinical research-related activities, please refer to the QMS Development and Management SOP (UoB-QMS-SOP-001). 
[bookmark: _Toc223012775]Implementation plan 
This SOP will be implemented in line with this document’s effective date.
[bookmark: _Ref153523581][bookmark: _Toc223012776]Stakeholders
The stakeholders listed below are responsible for selecting the documents to be harmonised and for the subsequent development, review, implementation and filing, as well as oversight, of the QMS harmonisation project. All stakeholders are expected to work collaboratively to promote a unified, risk-based, and GCP-compliant harmonised QMS.
Oversight Committees (Clinical Research Oversight Committee (C-ROC) and Human Tissue Oversight Committee (HTOC)), as owners of the project, act on behalf of the sponsor, provide strategic direction and oversight, approve harmonised QMS management plans, support issue resolution, and ensure alignment with UoB and regulatory expectations. The oversight committees consist of key UoB representatives, including representatives from each of the three units. 
QMS Steering Group will consist of Directors of Operations and Quality Assurance (QA) Managers from the three units, as well as the Assistant Director of Operations (Clinical Research Quality), the Clinical Research Compliance Team (CRCT) Managers, and the QMS Manager. Every 6-8 months, the QMS steering group will decide and prioritise which QMS documents to list in the harmonised QMS management plan, identify which regulations (e.g. Good Clinical Practice (GCP), International Conference on Harmonisation (ICH) GCP guidelines, Medical Devices Regulations, etc.) to apply to each QMS document. The QMS steering group will also be the primary point of contact for addressing issues related to working groups, and oversee the QMS management plan and implementation.  
[bookmark: OLE_LINK1]QMS Manager will lead the harmonisation project, coordinates QMS alignment activities, and ensures compliance with applicable Good Clinical Practice (GCP) requirements and UoB policies. The QMS Manager is responsible for chairing the QMS Steering Group meetings and HWG meetings, and for developing and creating the SOPs/policies, ensuring that the relevant quality control documents (QCDs) and working instructions (WIs) are produced in parallel. However, the QMS Steering Group may delegate specific QMS document creation to others; in that case, the QMS Manager will still manage the process. The QMS Manager reports on the progress of the harmonisation to the oversight committees 
Unit Director of Operations will provide a subject-matter expert (SME) to be actively part of the Harmonisation Working Group (HWG).
Unit QA Managers will coordinate the rollout of the harmonised QMS documents to all stakeholders in their unit, compile comments within the set timeline, and provide user reviews to the QMS Manager. The Unit QA Managers will also implement the approved harmonised QMS documents in their units.
Harmonisation Working Groups (HWG) will comprise of the QMS Manager, SMEs from each unit, the CRCT representatives, and sponsor office representatives (Research Ethics, Governance and Integrity Team (REGI) if applicable), who will actively contribute to shared process development. This includes liaising with their respective units to ensure the harmonised process accurately reflects their unit’s practices and that the proposed process can be rolled out within their unit. Members of the HWG (or delegates) will be responsible for developing related QCDs and ensuring the roll-out of the harmonised process within their unit, in collaboration with the unit’s QA Manager. 
CRCT Manager will be responsible for authorising any harmonised optional QCDs that do not apply to the CTUs and where the QMS Manager is the author. 
[bookmark: _Toc223012777]Background
The UoB currently has a UoB-wide QMS for clinical research. Furthermore, each of the CTUs has its own QMS, adhering to the UoB QMS and covering the same key processes as well as further instructions relating to local management and oversight. 
The Oversight Committees decided to harmonise all three QMSs in 2025, as this will ultimately reduce the resources required to maintain the three individual QMSs. It will also allow for better sharing of best practices between the CTUs and Research FIRST. This project is expected to take 3-5 years, during which the QMS steering group identifies, every 6-8 months, the next set of QMS documents that are most critical to update and harmonise. This project's progression will be overseen by the Oversight Committees. The CRCT, both CTUs, and Research FIRST will be involved in the actual harmonisation activities. A dedicated post has been set up to support this activity, i.e. the QMS Manager. 
During the harmonisation project, all existing documents in each of the three QMSs remain active until the harmonised QMS documents supersede them. In addition, the CTUs and CRCT will continue to maintain their QMSs as required, whilst awaiting harmonisation.
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[bookmark: _Toc223012778]Process map
The process map below outlines the key steps described in the procedure section.
 [image: Process map outlining the keys steps described in the procedure section of this document]
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[bookmark: _Toc223012779]Procedure
[bookmark: _Toc223012780]Initiation and governance
The QMS Manager will chair the QMS steering group and HWG meetings and manage the development of SOP harmonisation. 
The QMS Manager will typically lead the harmonisation in alignment with the procedures in this document. If the QMS Manager is not generating the harmonised SOP/policy, the QMS steering group will appoint an alternative experienced member of staff to write the SOP/policy following this process.
The QMS steering group will decide on and prioritise the QMS documents for harmonisation every 6-8 months. 
The Director of Operations will identify suitable SMEs to join the HWGs and brief them on the need to represent their unit and support the harmonisation process. 
[bookmark: _Toc223012781]HWG engagement and process mapping
The QMS Manager will arrange at least two HWG meetings per SOP/policy and will engage with the relevant SMEs and CRCT/REGI staff as appropriate. It is expected that the first two HWG meetings will be face-to-face, and that staff should prioritise attendance. 
Subsequent meetings will be scheduled to coincide with the end of a set review period. In the later stages of development, meetings may be replaced with virtual meetings and/or e-mails, etc., to gather the HWG’s feedback.
For each meeting, the QMS Manager will identify the time slots that suit the attendees and align with the project timeline. 
When HWG attendees cannot attend a meeting, they are expected to share any relevant feedback in writing with the QMS Manager before the meeting and to refer to the meeting minutes to stay up to date on progress. 
The QMS Manager (or alternative document writer) will, before the first HWG meeting:
collect existing SOPs, policies and quality documents from the units, and where appropriate, develop an overview for each unit to understand current practices as reflected in each of the three QMSs
review applicable regulations and standards; for example, the Medicines for Human Use (Clinical Trials) Regulations, the EU clinical trials regulation, ICH GCP and annexes and where applicable, UK Clinical Research Collaboration (UKCRC), and CTU requirements. 
It is also expected that a first draft of the SOP/policy is developed and shared before the first meeting, based on their understanding of the key points and commonalities among the relevant unit documents.
The QMS Manager will request that the HWG review appropriate documentation (as detailed above) before the first HWG meeting.
[bookmark: _Toc214901161][bookmark: _Toc214901162][bookmark: _Toc214901163][bookmark: _Toc214901164][bookmark: _Toc223012782]Comparative analysis 
In the first HWG meeting: 
The HWG will analyse the three current processes to identify what is to be added to the harmonised QMS document, key steps, decision points, responsibilities, tools/systems used, timelines, bottlenecks, risks of non-compliance, audit findings, deviations and best practices
The HWG decides what QCDs are required and who within the HWG will lead the development of specific QCDs associated with the SOP/policy; this will be driven by prior knowledge of the proposed QCD, existing templates and capacity. HWG members may delegate the actual development to other members in their units. 
The QMS Manager will ensure equal/appropriate assignment of leads for the QCD development.
[bookmark: _Toc214901166][bookmark: _Toc223012783]Document development and review 
At the first meeting and in any subsequent meetings, the QMS Manager will ensure timelines are agreed upon for drafting (or updating) QMS documents.
To allow harmonisation to continue at speed, the document review and development times are expected to be 10 working days. 
Where document review timelines deviate, the QMS Manager will document the reason by updating the SOP Harmonisation tracker and will report to the Oversight Committee.
Following the production of an agreed-upon draft, the QMS documents will undergo a cycle of reviews and updates until the HWG is satisfied with the draft. 
The HWG will agree on a harmonised training plan. 
The QMS Manager will circulate the agreed draft document to the Unit QA Managers, where the Unit QA Managers will distribute the document to relevant individuals within their respective units for user review, allowing a review period of 10 working days.
It is recommended that the QMS Manager also informs the Unit QA Manager of the expected effective date for the document. Typically, once the final required oversight committee has approved the document, it will be approximately six working weeks before the document becomes effective.
Following the 10 working days for user review, the Unit QA Manager (or delegate) will collate all user feedback and submit the consolidated comments to the QMS Manager within five working days. 
The HWG will review user comments, and if applicable, the QMS Manager (or alternative document writer) will address them and update the QMS documents as appropriate. 
The QMS Manager will finalise QCDs as detailed below (Section 5 and Section 6).
The final draft SOP will be sent to the oversight committee for their review and approval. Where the oversight committee requests changes to the final draft, the QMS Manager will communicate the change request to the HWG for further investigation and implementation, where applicable. When agreement cannot be reached among the HWG, the QMS Manager will escalate to the relevant chair of the oversight committee as detailed below (section 8.5). When agreement is reached, the QMS Manager will finalise the SOP.
The developed training plan for harmonised QMS documents will be stored in the units’ QMS repositories on local systems.
Please Note: Unit-specific WIs will be developed in parallel to support the implementation of the harmonised QMs documents and to provide detailed, role-specific guidance and training for unit staff. The development, approval, version control, and formal maintenance of unit-specific WIs will remain the responsibility of the individual units.
The Unit QA Manager will provide a controlled copy of each unit-specific WI to the QMS Manager for oversight purposes.
The QMS Manager will store each unit-specific WIs within the central QMS repository (repository to be confirmed) and will ensure each WI is appropriately cross-referenced with the relevant documents within the QMS Management Plan.
The QMS Manager will ensure that harmonised SOPs/policies and QCDs are published on the UoB QMS website, while unit-specific WIs shall not be made available via the website.
[bookmark: _Toc214901168][bookmark: _Toc214901169][bookmark: _Toc214901170][bookmark: _Toc214901171][bookmark: _Toc214901172][bookmark: _Toc223012784]Document identification 
The QMS Manager will ensure all finalised documents are assigned a unique QMS code using the naming convention described below.
The QMS code will consist of four elements, each separated by a hyphen.
Element 1 – “UoBH” will always be used to identify the document part of the harmonised QMS.
Element 2 – a three-letter code to describe the document title e.g. TRN for ‘Training’.
Element 3 – a three-letter code to describe the document type i.e., POL, SOP or QCD. 
Element 4 – the document number i.e., 001, 002, 003.
For example, UoBH-TRN-SOP-001 or UoBH-TRN-QCD-002 for the harmonised Training SOP and a relevant QCD. 
[bookmark: _Toc223012785]Document approval and implementation 
Please Note: For harmonised documents, there will be no requirement for the CTUs to confirm adherence to the UoB, nor a requirement for the CTUs to send the CRCT SOPs for pre-finalisation review.
The QMS Manager will submit the final draft to the relevant oversight committee for review, and the chair(s) of the relevant oversight committee(s) will authorise the harmonised policies, SOPs and/or mandatory QCDs on behalf of the oversight committee. The QMS Manager will also be a final authoriser where an alternative document writer is used. 
The QMS Manager will authorise harmonised optional QCDs that apply to trials and studies within and outside of CTUs. Additional/alternative authorisation may be required (see below). 
Where a harmonised optional QCD applies to the CTU(s), the relevant Unit QA Manager(s) will also authorise the document with the QMS Manager. Where one of these roles has acted in the capacity of author, their approval as author will be deemed satisfactory to meet their authorisation requirement.
Where a harmonised optional QCD does not apply to the CTUs (e.g. a laboratory-specific QCD), and the QMS Manager is the author, one of the CRCT Managers will authorise the document. 
The QMS Manager will distribute the harmonised document to the Unit QA Managers and ensure they are available on the UoB QMS website.
The Unit QA Managers implement harmonised documents in their respective units and will ensure all staff have completed relevant training where appropriate. 
[bookmark: _Toc223012786]Harmonised QMS management
The QMS Manager will maintain and oversee the UoB harmonised QMS. This will include:
submitting an up-to-date Harmonised QMS Management plan (that tracks document status, review cycles, and stakeholder feedback) to the oversight committees at least annually, based on the agreed QMS documents undergoing harmonisation in the QMS steering group
reporting on any significant delays to the development of a harmonised QMS document, and the reason for this, to the oversight committees and working with the oversight committees to resolve any issues noted
informing stakeholders of updates to harmonised QMS documents
ensuring that harmonised documents are implemented consistently across all units. 
[bookmark: _Toc214901176][bookmark: _Toc223012787]Escalation process
If SMEs are not cooperating in a timely and/or constructive manner, or if agreement cannot be reached during the document harmonisation process, the escalation process as detailed below will be followed.
The QMS Manager will make reasonable efforts to facilitate consensus between the units. 
The QMS Manager will clearly document areas of disagreement, including each unit's rationale. 
If consensus cannot be reached, the QMS Manager will escalate the issue to the QMS steering group. 
The QMS Steering Group will review the issue and provide support in trying to resolve it within 10 business days. 
If resolution is still not achieved, the QMS Manager will escalate to the Chair of the relevant Oversight Committee for final decision, considering compliance requirements, business need and best practices. The Chair may request input from committee members before making a decision. 
The QMS Manager (or delegate) will document all escalations and decisions in the harmonisation tracker, including the rationale for the decisions and any agreed-upon follow-up actions. 
[bookmark: _Toc223012788]Related documents
[bookmark: _Toc223012789]Associated QMS documents
QMS Development and Management SOP (UoB-QMS-SOP-001)
[bookmark: _Toc223012790]Additional QMS documents
None
Access to the full UoB QMS for clinical research is available via the CRCT website.
[bookmark: _Toc223012791]References & frameworks
None
[bookmark: _Toc223012792]Abbreviations
	BCTU
	Birmingham Clinical Trials Unit

	CTU
	Clinical Trials Unit

	CRCT
	Clinical Research Compliance Team

	CRCTU
	Cancer Research UK Clinical Trials Unit

	CTOC
	Clinical Trials Oversight Committee

	GCP
	Good Clinical Practice

	HTOC
	Human Tissue Oversight Committee

	HWG
	Harmonisation Working Group 

	ICH
	International Conference Harmonisation

	MHRA
	Medicines and Healthcare Products Regulatory Agency 

	QA
	Quality assurance

	QCD
	Quality control document

	QMS
	Quality management system

	REGI
	Research Ethics, Governance and Integrity Team

	SME
	Subject-matter expert

	SOP
	Standard operating procedure 

	UKCRC
	UK Clinical Research Collaboration

	UoB
	University of Birmingham 

	WI
	Working instructions 


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