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Guidance 
Remove the guidance pages once the Protocol has been completed 

References below are for common issues raised during Protocol development and this is not considered an exhaustive list. Please follow CCTU SOPs for trial set up, available in IQM
General:

MHRA authorisation in UK and Common Issues
https://www.gov.uk/guidance/clinical-trials-for-medicines-apply-for-authorisation-in-the-uk
https://www.gov.uk/government/publications/common-issues-identified-during-clinical-trial-applications
Risk Proportionate Approaches

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf
Health Research Authority (HRA) Trial Set Up using Combined Review Service
https://www.myresearchproject.org.uk/help/hlphraapproval.aspx

https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/clinical-trials-investigational-medicinal-products-ctimps/combined-ways-working-pilot/
Consent:
e-consent HRA and MHRA joint statement hra-mhra-econsent-statement-sept-18.pdf
HRA Guidance on applying a proportionate approach to the process of seeking consent 

https://www.hra.nhs.uk/documents/1691/Proportionate_approach_to_seeking_consent_HRA_Guidance.pdf
http://www.hra.nhs.uk/resources/before-you-apply/consent-and-participation/consent-and-participant-information/
Principles for handling end-of-participation events in clinical trials research (PeRSEVERE). Data collection and the right to withdraw informed consent to stop taking part in some or all research activities of a trial.  https://ukcrc-ctu.org.uk/page-persevere/

Trial sites & Investigator sites:

HRA and MHRA guidance https://www.myresearchproject.org.uk/help/hlpinterventional.aspx#TrialSiteInvSite
Pregnancy testing and contraception:

Recommendations in clinical trials
https://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2020_09_HMA_CTFG_Contraception_guidance_Version_1.1_updated.pdf
https://www.gov.uk/government/publications/common-issues-identified-during-clinical-trial-applications/common-issues-non-clinical#availability-of-data-for-review

In vitro medical devices (IVD):
For IVDS/Companion IVDs used in CTIMPs to stratify patients for inclusion/exclusion in the trial or stratified to a cohort within a trial (see link for definitions, examples, and guidance). It is important to identify the use of IVDs in the trial at the set-up stage so information can be provided with the clinical trial application. If this is not done a separate review by the MHRA of the any IVD will be required extending the review timelines. For details and definitions see the MHRA website
  Clinical trials that include an in vitro diagnostic device - GOV.UK
Data:

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/687246/MHRA_GxP_data_integrity_guide_March_edited_Final.pdf
https://www.gov.uk/government/publications/guidance-on-gxp-data-integrity

OECD GLP Data Integrity Advisory Document (includes guidance and definitions) 

https://one.oecd.org/document/env/cbc/mono(2021)26/en/pdf
https://mhrainspectorate.blog.gov.uk/2021/09/27/updated-data-integrity-requirements-for-glp-monitoring-programme-members/
Considerations for use of Real World Data (RWD) i.e. routinely collected data relating to patient health status or delivery of health care

https://www.gov.uk/government/consultations/mhra-draft-guidance-on-randomised-controlled-trials-generating-real-world-evidence-to-support-regulatory-decisions/consultation-document-mhra-draft-guidance-on-randomised-controlled-trials-generating-real-world-evidence-to-support-regulatory-decisions#examples
Samples:
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-laboratories-perform-analysis-evaluation-clinical-trial-samples_en.pdf
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/use-tissue-research/
https://www.hta.gov.uk/
Committees:
Information on DMCs and TSC can be found in the MHRA ‘Grey Guide’ Good Clinical Practice Guide 2012 

DMC guidance can be found in the EMA ‘Guideline on data monitoring committees’ MEA/CHMP/EWP/5872/03.
HRA Participant information Quality Standards, and Design and Review Principles

Mandatory (from Dec-2023) guidelines in relation to participant information quality standards, and Design and Review principles (e.g. PPI) which should be incorporated into relevant trial documents early on in trial set-up, as appropriate. View the HRA websites for the latest information (as these are periodically updated by the HRA)
https://www.hra.nhs.uk/planning-and-improving-research/research-planning/participant-information-quality-standards/
https://www.hra.nhs.uk/planning-and-improving-research/research-planning/participant-information-design-and-review-principles/
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1 Protocol Signatures:

I give my approval for the attached protocol entitled add full trial title here dated......
I agree to conduct the trial in compliance with the approved protocol and will adhere to the principles outlined in the Medicines for Human Use (Clinical Trials) Regulations 2004 (SI 2004/1031), amended regulations (SI 2006/1928 & SI 2025/538) and any subsequent amendments of the clinical trial regulations, GCP guidelines, the Sponsor’s (and any other relevant) SOPs, and other regulatory requirements as amended.
I also confirm that I will make the findings of the trial publicly available through the same public registry as the trial was registered within 12 months of declaring the end of trial,  as well as offering a summary of results written in lay language to trial participants or (where appropriate) their representatives, and that an honest accurate and transparent account of the trial will be given; and that any discrepancies and serious breaches of GCP from the trial as planned in this protocol will be explained.

I agree to ensure that the confidential information contained in this document will not be used for any other purpose other than the evaluation or conduct of the clinical investigation without the prior written consent of the Sponsor.

	For and on behalf of the Sponsor

	Name:
_______________________________________
	
	Role: 
___________________

	Signature:

	
	Date:
___________________

	Chief Investigator
	
	

	Name:

_______________________________________
	
	

	Signature: 


	
	Date:

___________________


For multi-centre trials or single centre trial where the PI differs from the CI:

Site Signatures

I have read the attached protocol entitled “add full trial title here” dated ...... and agree to abide by all provisions set forth therein.

I agree to conduct the trial in compliance with the approved protocol and will adhere to the principles outlined in the Medicines for Human Use (Clinical Trials) Regulations 2004 (SI 2004/1031), amended regulations (SI 2006/1928 & SI 2025/538) and any subsequent amendments of the clinical trial regulations, GCP guidelines, the Sponsor’s (and any other relevant) SOPs, and other regulatory requirements as amendesd.
In case of international trials with sites outside the UK the statement above will need to be amended to include relevant legislation/regulations.

I agree to ensure that the confidential information contained in this document will not be used for any other purpose other than the evaluation or conduct of the clinical investigation without the prior written consent of the Sponsor.
	Principal Investigator
	
	

	Name:

_______________________________________
	
	

	Signature: 


	
	Date:

___________________


This protocol has due regard for:

· The Medicines for Human Use (Clinical Trials) (Amendment) Regulations 2025 (UKSI 2025/538)

· Appendix B of the ICH-GCP E6 R3 Guideline (6 January 2025)
· the HRA guidance (March 2026)

Table of Contents

41
Protocol Signatures:

Table of Contents
6
2
Trial Management Committee(s) and Protocol Contributors
8
3
Protocol Compliance and Breaches of GCP
8
3.1
Non-Compliance Recording & Reporting
8
4
Abbreviations
9
5
Trial Flow Chart
10
6
Introduction
10
6.1
Background
10
6.2
Data from Non-Clinical Trials
10
6.3
Clinical Data
10
7
Rationale for Trial
10
7.1
Ethical Considerations
11
7.2
Risk Proportionate Approaches
11
8
Trial Design
11
8.1
Statement of Design
11
8.2
Number of Centres
11
8.3
Selection of Participating Sites
12
8.4
Number of Participants
12
8.5
Participants Trial Duration
13
8.6
Trial Objectives
13
8.7
Trial Outcome Measures/Endpoints
13
8.8
Table of Objectives & Outcomes
14
9
Selection and Withdrawal of Participants
15
9.1
Inclusion Criteria
15
9.2
Exclusion Criteria
15
9.3
Participant Eligibility & Enrolment
18
9.4
Co-Enrolment in Other Trials
18
9.5
Treatment Assignment and Randomisation Number
19
9.6
Trial Blinding
19
9.7
Participant Withdrawal Criteria
20
10
Trial Treatments
21
10.1
Treatment Summary
22
10.2
Investigational Medicinal Product(s)
22
10.3
Non-Investigational Medicinal Products (NIMPs)
25
10.4
Concomitant Therapy & Rescue Medications
26
10.5
Accountability and Dispensing
26
11
Procedures and Assessments
26
11.1
Participant Identification & Approach
27
11.2
Participant Payment
27
11.3
Consent
27
11.4
Screening Evaluation
30
11.5
Baseline Assessments
31
11.6
Trial Assessments
32
11.7
Schedule of Assessments
33
11.8
Long-Term Follow-up Assessments
34
11.9
End of Trial Participation
34
11.10
Trial Restrictions
34
12
Assessment of Safety
35
12.1
Definitions
36
12.2
Reference Safety Information (RSI)
37
12.3
Participant Reporting Duration
37
12.4
Evaluation of Safety Events
38
12.5
Management of Safety Data
39
12.6
Safety Event Reporting Process
40
12.7
Reporting of Suspected Unexpected Serious Adverse Reactions (SUSARs)
40
12.8
nIMP Safety Reporting
41
12.9
Pregnancy Reporting
41
12.10
Reporting Urgent Safety Measures
42
13
Toxicity – Emergency Procedures
42
14
Evaluation of Results
42
14.1
Response criteria
42
15
Storage and Analysis of Samples
42
16
Statistics
43
16.1
Statistical Methods
43
16.2
Interim Analyses
43
16.3
Participant Numbers
43
16.4
Criteria for the Premature Termination of the Trial
44
16.5
Procedure to Account for Missing or Spurious Data and Intercurrent Events
44
16.6
Economic Evaluation
44
16.7
Definition of the End of the Trial
44
17
Data Handling and Record Keeping
45
17.1
CRF
45
17.2
Source Data
45
17.3
Data Protection & Participant Confidentiality
46
18
Data Monitoring Committee/Trial Steering Committee
46
19
Ethical and Regulatory Compliance
47
19.1
MHRA, REC and HRA Approval
47
19.2
Trial Modifications
47
19.3
Peer Review
47
19.4
Patient & Public Involvement
47
This section should detail which aspects of the trial processes patients and the public have and will be involved in, from the trial design, management of the trial – eg TSC member, analysing the results (if applicable) and the dissemination of findings.
47
19.5
Declaration of Helsinki and Good Clinical Practice
48
19.6
GCP Training
48
20
Sponsorship, Financial and Insurance
48
21
Risk Management, Monitoring, Audit and Inspection
48
21.1
Risk Management
48
21.2
Audit and Inspection
48
21.3
Monitoring
49
22
Vendors/Contractors
49
22.1
External Vendor/Contractors
49
22.2
Central Facilities
49
23
Publications Policy
49
24
Data Transparency
50
24.1
Informing Participants of the Results of the Trial
50
25
Data, Sample & Image Sharing
50
25.1
Data Sharing
50
25.2
Sharing Tissue Samples
50
25.3
Sharing Scan Images
50
26
Archiving
50
27
References
51
28
Safety Reporting Flow Chart
51
29
Appendix 1 – Non-Compliance Table
52


2  Trial Management Committee(s) and Protocol Contributors

Include names and full contacts of personnel running the trial (e.g. coordinator, scientific and medical collaborators).  This can also cover the personnel involved in the Data Monitoring Committee (DMC), Trial Steering Committee (TSC) or Trial Management Group (TMG) if required for your trial.
Include names of major contributors to the trial protocol, including the trials pharmacist and statistician.
Consider collaborators named in the grant application and whether they should also be named.  This is particularly important if collaborators may undertake any part of the trial including potential exploratory analysis or reporting.  If collaborators are not identified as such in the approved trial documents, they will subsequently be considered vendors within the trial and will need to comply with the vendor processes.
Each person listed should have a clearly defined role and confirmation of whether they are a member of the TMG, DMC or TSC, if not immediately apparent.  Feel free to split the tables based upon committee if this is easier for identification.
The same level of detail should be included for all people listed (e.g. if you include a phone number and address – this should be the same format for everyone listed).
3 Protocol Compliance and Breaches of GCP

Prospective, planned non-compliance with or waivers to the protocol are not allowed under the UK regulations on Clinical Trials and must not be used. 

Protocol non-compliances, or breaches are departures from the approved protocol. They can happen at any time but are not planned. They must be adequately documented on the non-compliance log and where appropriate, the non-compliance report form for ultimate reporting to the Chief Investigator and the Sponsor. See the Trial Procedures Manual/Monitoring Plan (for single centre trials without a TPM) for further instructions on how to process non-compliances. 

Non-compliances with the protocol which are found to occur repeatedly will require reporting and immediate action to rectify. Depending on the severity and scale they could also be classified as a potential serious breach. 

Any potential serious breaches of GCP must be reported immediately to the Sponsor without any delay.
3.1 Non-Compliance Recording & Reporting

Non-compliances (NCs) that occur at site and/or with a participant must be recorded on the (name of trial) non-compliance log.  All Type 2 & potential Type 3 NCs must be reported to the trial team via email using the (trial name) Non-Compliance Report form as soon as possible after awareness.  Please refer to the Non-Compliance table in Appendix 1/the Trial Procedures Manual for examples of Type 1 and Type 2 non-compliances for this trial.
4 Abbreviations

	AE/AR
	Adverse Event/Adverse Reaction

	CA
	Competent Authority

	CAPA
	Corrective & Preventative Actions

	CRF
	Case Report Form

	CRS
	Combined Review Service

	CTIMP
	Clinical Trial of Investigational Medicinal Product


	CtQF
	Critical to Quality Factor

	DMC
	Data Monitoring Committee

	DSUR
	Development Safety Update Report

	EoT
	End of Trial

	GP
	General Practitioner

	GCP
	Good Clinical Practice

	HRA
	Health Research Authority

	ICF
	Informed Consent Form

	IMP
	Investigational Medicinal Product

	MHRA
	Medicines and Healthcare products Regulatory Agency 

	MP
	Monitoring Plan

	NC
	Non-Compliance

	NIMP
	Non-Investigational Medicinal Product

	PIS
	Participant Information Sheet 

	PV
	Pharmacovigilance

	R&D
	Research and Development

	RA
	Risk Assessment

	REC
	Research Ethics Committee

	SAE/SAR
	Serious Adverse Event/Serious Adverse Reaction

	SUSAR
	Suspected Unexpected Serious Adverse Reaction

	TMG
	Trial Management Group

	TSC
	Trial Steering Committee

	XXX
	Add as necessary


5 Trial Flow Chart
Key information to convey in the flow chart includes the:

· timing of each visit, starting from initial eligibility screening through to completion of trial activities;
· time periods during which trial interventions will be administered; 
· the procedures and assessments performed at each visit (with reference to specific data collection forms e.g. Questionnaires, if relevant)
6 Introduction
6.1 Background

This should be concise but assume that none of the background information is known to the reader.  Include the purpose of the clinical trial, the therapeutic area/participant population, IMP and its mechanism of action.  Also include any information about completed or ongoing published trials in the relevant therapeutic area or use of the IMP. The background should be supported by appropriate references to the published literature on the disease or condition, its treatment and the use of the trial drug for the indication.
6.2 Data from Non-Clinical Trials 
Especially relevant for early phase trials

Efficacy, tolerability, pharmacokinetics etc.
6.3 Clinical Data

Add or delete subsections as necessary:

6.3.1 Efficacy

6.3.2 Safety and tolerability

6.3.3 Pharmacokinetics and pharmacodynamics

7 Rationale for Trial
This should include a clear explanation of the research question/hypothesis and the justification of the trial, including the anticipated risk/benefit justification based on section 6 above.  Consider current treatment practices, other external compounding factors and how the trial is designed around these constraints. The rationale for the use/ choice of IMP, active comparators and/or placebo in the trial including justification of dosage, dosing regimen, treatment period and route of administration to be included if these are not standard of care treatments routinely given to these patients.
 A useful guide for use in the development of a specific research question is the PICOT criteria:


P:  Population (participants) - What specific participant population are you interested in and why?


I:  Intervention (for intervention trials only) - What is your investigational intervention?


C:  Comparison group - What is the main alternative to compare with the 
intervention?


O:  Outcome of interest - What do you intend to accomplish, measure, improve or 
affect?


T:  Time - What is the appropriate follow-up time to assess outcome?
7.1 Ethical Considerations

List any ethical considerations in relation to the patient population, disease area, treatment options, involvement of 3rd parties such as relatives and carers, approaches to and limitations of patient recruitment (methods of trial publicity, patient approach, ability to consent etc), trial burden etc and explain how these have been mitigated or why they are important.

7.2 Risk Proportionate Approaches
Some level of proportionate trial management will be applicable to most CUH & UoC Sponsored CTIMPs.  These should be discussed with the CCTU Regulatory Team & CUH Clinical Trials Pharmacy Team very early on during the trial design phase. Certain aspects of trial management  eg IMP &  NIMP labelling, safety reporting,  pregnancy testing/use of contraception, use of non-standard patient recruitment practices, use of non-standard trial practices e.g. centralised SIVs, electronic linked delegation/training logs etc, not performing out of hours test when using SOC centralised triage line (e.g. oncology patient triage processes) may be considered and must be fully documented in here and in the MHRA submission cover letter to be implementable within the trial.
Use of decentralised elements should be listed in full here with a justification of why they are being used and specifically what issues they mitigate.

If applicable and where appropriate for very low risk trials, where certain healthcare professional rather than a qualified physician may confirm eligibility and participant enrolment (as stated in section 9.3) a risk justification  for this decision must be documented here and also in the MHRA submission cover letter to be implementable in the trial.

8 Trial Design

8.1 Statement of Design

Include the following in your statement of design:  trial phase  open-label or double/single blinded, uncontrolled non-randomised or randomised, whether your trial is an adaptive design, a platform, umbrella or basket trial whether there are any decentralised elements. You may also want to specify here whether this is for example a superiority, equivalence, non-inferiority or exploratory trial.
8.2 Number of Centres
For multi-centre trials, it may be pertinent to include a broad statement here to confirm that, if participant recruitment is not adequate you wish to have the option to open more participating centres. For example: we plan to include approximately 10 centres within this trial, however we may increase the number of centres if required in order to recruit the required number of participants.  This needs to match the number of sites planned in the original funding application and costing.  Increasing the number of sites may affect the overall trial costing so it shouldn’t be assumed that placing a higher number here will be accepted.
If appropriate also include whether there are different “types” of site (e.g. identifying, recruiting, treating, continuing care, etc.). Are participants with the condition of interest found in primary or secondary care? If using secondary care sites, will primary care Participant Identification Centres (PICs) be needed to recruit participants, or are participants found in secondary care?
8.3 Selection of Participating Sites 
Delete section if not applicable for your trial. 

We do not advise listing the sites in the protocol as any additional site or change to the site listing will require a new version of the protocol to be produced and approved.

The National Institute of Health Research, Research Delivery Network (RDN) feasibility resources may be helpful in determining the appropriate trial setting in terms of site requirements and participant population: Research delivery support for non-commercial studies | NIHR RDN
Criteria for the selection of sites will be determined by the Trial Management Group (TMG) OR equivalent and will be described in a separate CCTU document ‘Registration of Interest/Feasibility Assessment Template’ maintained in the Trial Master File (TMF).

Only sites fulfilling the trial-specific criteria will be selected to recruit for the trial. Initiation of sites will be undertaken in accordance with CCTU internal processes. Conditions and documentation required for site activation will be detailed on the trial specific Participating Site Initiation Checklist maintained in the TMF and must be fully completed prior to opening sites to recruitment.
See front page link to HRA guidance on trial sites and investigator sites.
8.3.1 Principal Investigator Responsibilities

The local site Principal Investigator (PI) is responsible for all trial activities and overall trial conduct and compliance at their site.  As part of this, the PI must ensure:
· Attendance of all appropriate staff, including themselves at the site initiation meeting

· Full compliance with the currently approved protocol and trial documents
· All appropriate staff are trained in protocol requirements, including providing training where necessary
· Delegation of activities to appropriately trained staff (this must be documented on the delegation of responsibility and signature log)

· Appropriate recruitment and medical care of patients in the trial

· Timely completion of electronic case report forms (eCRFs) and resolution of data queries 
· Timely reporting of trial non-compliances and potential serious breaches including assistance with developing and implementing high quality CAPAs.
· Maintenance of the Investigator Site File (ISF), ensuring all essential documents are filed in a timely manner
· Dissemination of important safety or trial related information to all relevant staff and stakeholders at the participating site 

· Safety reporting within the timelines set out in the approved protocol and assessment of causality and expectedness of all serious adverse events (SAEs)
· Timely completion of any remote monitoring activities, including attendance at scheduled remoted monitoring calls
· Assistance with any on-site monitoring activities and finding resolution/follow-up
· Archiving of the ISF upon confirmation from the Sponsor
8.4 Number of Participants
This should be a total number based on the number of participants to be enrolled /randomised or complete the trial as appropriate. Full details of the sample size calculation or justification will be detailed in section 16.3.  For example:

We plan to include ## participants in this trial or 

We plan to randomise ## participants in this trial which we anticipate will require approximately ## participants to be screened. 
Or

### participants are required to complete this trial. We anticipate this will require ## participants to be screened/randomised; however we will continue to recruit participants until target participant completion is achieved.
Detailed justification beyond a simple description should be deferred to section 15.3.
8.5 Participants Trial Duration

Include expected duration of participant enrolment, and description of the sequence and duration of all trial periods including recruitment, active treatment phase and follow-up periods. It is advised not to include a timeline for the entire trial, in case, for example recruitment is slower than anticipated and the trial runs for additional years in the recruitment stages. For example:
The trial duration will be approximately 32 months, consisting of a 4-week screening period, 18-month treatment period, a 12-month follow-up period and a 4-week end of trial visit.
Alternatively for trials where participants remain on trial, in follow-up, until a common close (event driven endpoints), it is pertinent to state how long it is anticipated that the first participant and the last participant will be in the trial and a median time. The trial statistician can help with these, as needed.
8.6 Trial Objectives

The objectives are phrased using neutral wording (e.g., “to compare the effect of intervention A versus intervention B on outcome X”) rather than in terms of a particular direction of effect. 

8.6.1 Primary Objective

8.6.2 Secondary Objective

8.6.3 Exploratory Objectives

Consider that exploratory objectives listed in the protocol need to be achieved within the trial duration. This should be an exhaustive, achievable list because trials cannot remain open indefinitely to perform exploratory analysis.  If there is a chance that additional exploratory analyses may be identified during the trial, consider ensuring the wording the in the protocol, PIS & IRAS allow for samples/data/scan images etc to be used for future research.

8.7 Trial Outcome Measures/Endpoints 
It is recommended that outcome measures/endpoints are discussed with the trial PPI representatives prior to finalisation to ensure that they are reasonable and relevant to the patient population.  This will ultimately help with patient engagement and lead to better participant enrolment.
The outcome measures / endpoints should be written so that they include the [variable that is measured], the [method of measurement] (name of test / scale / questionnaire / data source) and the [timepoint(s)] (e.g., baseline, 1 year). This format is a mandated, standard requirement when the trial is set up in a public Registry
8.7.1 Primary outcome measure/endpoint
It is strongly recommended that the COMET (Core Outcome Measures in Effectiveness Trials) http://www.comet-initiative.org/ initiative is considered when determining outcome measures/endpoints for efficacy trials.

The primary outcome measure/endpoint should be a simple concise statement of the observation(s) from the CRF that will be the focus of the primary analysis and thus will drive the choice of sample size. The primary outcome measure/endpoint should be measurable, clinically relevant to participants and widely accepted by the scientific and medical community.  It should not make any statements about the anticipated results, analyses, or describe the objectives. Less is more.
For example: 
“The primary outcome measure is time from baseline to complete or partial remission to relapse, as defined / measured by x or y.”

“The primary outcome measure is the number of adverse events and withdrawals that are attributable to IMP-x from consent to the end of treatment phase.”
It will be pertinent to list the time point at which the outcome measure/endpoint will be measured if it is possible to be measured more than once during the trial.  

Since there is only one choice of sample size, which may be based on the statistical power for the single primary analysis, there can only be one primary outcome measure/endpoint.

The exception to this is in a trial that is comparing a new diagnostic or measurement technique to an existing standard. In which case, it is acceptable to have two co-primary outcome measures/endpoints: the old and the new technique.

8.7.2 Secondary outcome measures/endpoints
This should be a sequence of concise statements referring to observations in the CRF that say nothing about the trial objectives or analysis. These are normally a set of outcome measures that are well established as being of clinical importance and could in theory be the primary outcome measure/endpoint in another trial.

For example:

“The secondary outcome measures are

· Mortality [method of assessment e.g. data source],  at 6, 12, 18 and 24 months

· The frequency  of Adverse Events of Special Interest (AESI) during trial treatment from baseline”

Consider primary and secondary outcome measures/endpoints carefully. You are expected to report on them all at the end of the trial so consider if this will be possible. Any changes to these require an amendment to the MHRA and incur a cost.

8.7.3 Exploratory outcome measures/endpoints
Delete if not applicable.  

Any other outcome measures that are not well established
8.8 Table of Objectives & Outcomes

This section is optional, but may be useful for trials with a large number of objectives and outcomes as a point of reference.

	Objectives
	Outcome Measures 
	Timepoint(s) of evaluation of this outcome measure (if applicable)

	Primary Objective
Example: To compare the effect of treatment A versus treatment B on the levels of protein X in the blood
	Describe the outcome measures and how/when they will be measured during the trial.

Outcome measures should reflect the objectives. It is important that only one outcome measure is selected as it will be used to decide the overall results or ‘success’ of the trial. The primary outcome measure should be measurable, clinically relevant to participants and widely accepted by the scientific and medical community.

Assessments of outcome measures should be described in detail in section 7

Example: Concentration of protein X in blood samples from participants on each treatment
	Example:  Blood sampling at day 0 and day 28 post-treatment

	Secondary Objectives
Example: To assess the safety of treatment A in <insert condition/population>
	As above
	

	Exploratory Objectives
Please add if applicable, otherwise delete this row
	As Above
	


9 Selection and Withdrawal of Participants 
9.1 Inclusion Criteria

To be included in the trial the participant must: (provide in a bulleted list)
· Have given written informed consent to participate

· Be aged 18 years and over (for CTIMPs, participants aged 16 years or older are considered adult)
9.2 Exclusion Criteria

The presence of any of the following will preclude participant inclusion: (provide in a bulleted list)
· E.g. Hypersensitivity to any of the trial drugs or excipients etc.
· E.g. inability to take the trial medication

· Patients of no-fixed abode or temporary/short-term non-UK residents relevant for trials where follow-up is part of the primary/secondary outcome measures and it wouldn’t be possible to obtain this if we have no direct way to contact them when they return overseas
· Contraindications of the IMPs as listed in the SmPC or IB

· Contraindications to any of the assessments – eg metal implants if MRIs are to be used in the trial.
It will be important to consider the strictness of the eligibility criteria and consider whether any flexibility should be incorporated into the protocol. This could minimise the need for protocol amendments that are considered substantial by the MHRA’s definition, but that are not substantial in terms of the safety or physical or mental integrity of the participants, the scientific value of the trial, the conduct or management of the trial and/or the quality or safety of any IMP used in the trial. Try to keep the criteria to a minimum based upon the safety profile of the intervention and patient population.
For example, changing the age range in a trial from, say, 18-65 to 18-75 in order to increase the rate of accrual in a trial is less likely to affect the risk/safety profile of a trial than lowering the entry age range which has paediatric implications. 
Also, if you areincluding significant medical history of a particular illness/disease as exclusion criteria, it is important to detail specifically how long you consider the history needs to be.  For example, evidence of very early childhood asthma with no recurrence in adulthood is potentially not very significant in a participant aged 50. Therefore, being specific about the length of time you would consider the event to have occurred within could mean the difference between this participant being eligible for the trial or not. 
Where possible try to align definitions such as ‘renal failure’ to standard care norms for your patient population.  Do not define renal failure with an abnormally high threshold for eGFR in the patient population as this will result in a large proportion of your potential patient population being ineligible but also increase the risk of a serious non-compliance when patients are inadvertently enrolled using standard clinical ranges rather than the protocol range.
If you are stating that the use of certain drugs within a set timeframe, say 12 months is an exclusion criteria, you need to specify if this is from the first screening visit or from the first treatment etc.  This is particularly important for example, where the screening process is 4 weeks and you are specifying 12 weeks free of drug. Ensure timelines are clear (e.g. specify 4 weeks rather than 1 month)
Consideration should also be given to co-enrolment and whether participants can be participating in other research, either, observational, interventional or other drug research.
Consider drug formulations and routes of administration, e.g. if you want to exclude participants on steroid treatment, consider if this includes inhaled and topical routes and state if not or if swallowing difficulties or limitations to dexterity may impact on ability to administer the medication used in the trial. 
In vitro diagnostic (IVD) device(s), including companion diagnostic devices, may be used in CTIMPs to stratify patients for inclusion/exclusion or for stratification to a cohort within a trial. If an IVD is being used for eligibility or for other endpoints, details of the IVD and its UKCA or CE marking will need to be added to the initial clinical trial application. If an IVD is added after the trial has been approved, substantial modification route A would need to be placed to inform the authorities of its use. Please refer to the MHRA website for full definitions, requirements and exemptions: Clinical trials that include an in vitro diagnostic device - GOV.UK
If you are planning to enroll participants of child-bearing potential you need to take into account potential issues relating to pregnancy, breast-feeding and contraception. 
Contraceptive Guidance:

females of childbearing potential and males must be willing to use a highly effective (acceptable effective contraceptive measures are only acceptable for IMP’s with unlikely human teratogenicity / fetotoxicity in early pregnancy)  method of contraception (hormonal or barrier method of birth control; abstinence) Contraceptive methods that can achieve a failure rate of less than 1% per year when used consistently and correctly are considered as highly effective birth control methods. Such methods include:

• combined (estrogen and progestogen containing) hormonal contraception associated with inhibition of ovulation:


o oral


o intravaginal


o transdermal

• progestogen-only hormonal contraception associated with inhibition of ovulation


o oral


o injectable


o implantable 

• intrauterine device (IUD) 

• intrauterine hormone-releasing system ( IUS) 

• bilateral tubal occlusion 

• vasectomised partner 

• sexual abstinence

Note - In order to specify the duration of the risk mitigation measures after discontinuation of treatment with the IMP, the risk assessment should include an estimation of the end of relevant systemic exposure (the time point where the IMP, including any active or major metabolites, has decreased to a concentration that is no longer considered relevant for human teratogenicity/fetotoxicity).

·  If the SmPCs of the IMPs state that the IMPs are not teratogenic you might be able to state that this is NA for your trial]. Please note that the MHRA advise double contraception 
· Note - A combination of male condom with either cap, diaphragm or sponge with spermicide (double barrier methods) are also considered acceptable, but not highly effective, birth control methods.
· females of childbearing potential must have a negative pregnancy test within 7 days prior to treatment initiation).   [If the SmPCs of the IMPs state that the IMPs are not teratogenic you might be able to state that this is NA for your trial].  NOTE:  Participants are considered not of child bearing potential if they are surgically sterile (i.e. they have undergone a hysterectomy, bilateral tubal ligation, or bilateral oophorectomy) or they are postmenopausal. 
· WOCBP should only be included after a confirmed menstrual period and a negative highly sensitive urine or serum pregnancy test, except for IMPs where an absence of risk of human teratogenicity/fetotoxicity in early pregnancy can be justified by human pregnancy data.

· Note - For advanced therapy medicinal products (ATMP) embryofetal risk assessment and the need for contraception and pregnancy testing recommendations should be considered on a case-by-case basis.

· females must not be breastfeeding.
· Males - For genotoxic IMPs, the male participant should use condom during treatment and until the end of relevant systemic exposure in the male participant, plus a further 90-day period. For a non-pregnant WOCBP partner, contraception recommendations should also be considered.
· consider contraindications to trial treatment (e.g. as listed in SmPC), incompatible concurrent treatments, recent involvement in other research.
· allergies to excipients of IMP and placebo
· significant medical history of a particular illness/disease. It is important to detail specifically how long you consider the history needs to be eg. evidence of very early childhood asthma with no recurrence in adulthood is potentially not very significant in a patient aged 50.

Guidance on the acceptable contraception methods can be found here:

http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2014_09_HMA_CTFG_Contraception.pdf 

9.3 Participant Eligibility & Enrolment

In accordance with ICH-GCP E6 R3, Principle 1.5 confirmation of eligibility and participant enrolment should be undertaken by a ‘Qualified Physician’.  In certain low risk trials it may be appropriate to allow this confirmation to be given by other, specified Healthcare Professionals as defined by the Medicines for Human Use (Clinical Trials) (Amendment) 2025, UKSI 2005/538.  In this case, the inclusion of certain specific healthcare professional roles must be detailed here and the risk justification for extending this responsibility to their role must be documented in section 7.2 as well as in the MHRA submission covering letter.  Clear expectations with regards to documentation and medical oversight by the trial team should also be provided here to ensure compliance.

In the majority of cases, where a Qualified Physician is only permitted to confirm eligibility and enrolment, other delegated members of the trial team are permitted to assist with the review of patient eligibility so long as the ultimate decision on eligibility and subsequent enrolment of a participant is made, documented & signed in either the patient medical record or the trial CRF/database by the Qualified Physician.
9.4 Co-Enrolment in Other Trials

It is the MHRA’s position that co-enrolment into more than one CTIMP is generally not acceptable as it may introduce confounding and bias that can adversely affect the evaluation of safety, efficacy and the overall risk/benefit profile of the IMPs.  Co-enrolment may be permissible only where favourable risk/benefit balance is demonstrated and where appropriate mitigation measures are incorporated into the protocol.

The risk/benefit assessment for any proposed co-enrolment must be fully documented, both for individual participants and across the trial as a whole, and to ensure the conduct of the trial is adapted accordingly to address any impact on: safety data collection, safety signal detection, interpretation of efficacy and overall integrity and validity of the clinical trial data.
Allowing co-enrolment introduces a material risk of confounding, which may compromise the internal validity of the trial and the interpretability of trial outcomes.  The risks MUST be identified, assessed and mitigated before any co-enrolment procedures are implemented.

Be clear in this section whether you will permit co-enrolment of your patients in other trials.  If you do you should be clear on:

· What types of trials will be permitted for co-enrolment (CTIMPs, device trials, non-interventional studies etc).  Ensure you use clear terms, eg not just CTIMP or non-CTIMP because non-CTIMP covers absolutely everything from observational/longitudinal research/sample research to highly invasive trials with drugs/medications)
· Who will make the determination of whether a particular trial will be able to co-enrol (TMG/TSC etc).  Please note that this cannot be at investigator discretion – it needs to be a trial level decision that has been fully risk-assessed, mitigated and documented.
· Where this will be formally documented, by whom and where the documentation will be retained.
· How co-enrolment decisions will be communicated to the site teams

As the decision to permit co-enrolment and the required documentation to record the assessment of all the potential risks to the trial and patients in advance of implementation is likely to be lengthy, this is not a decision that can be made quickly to aid recruitment of individual participants, and should not be treated as such..
Similarly, if co-enrolment in other trials/studies is not permitted, this must be explicitly spelt out here.
9.5 Treatment Assignment and Randomisation Number

Provide a full description of the process of how treatments will be allocated between participants (and within participants for crossover trials). If minimisation, stratification randomisation or block randomisation is used then give full details. It should provide enough details to theoretically enable a full reproduction of the process. 

If an un-equal treatment allocation will be used, then provide a justification. If the allocation ratio may adaptively evolve over the course of the trial, then provide a short overview statement to that effect and refer to the full description in the “Interim Analysis” section.  
Details should be provided of the system to be used for example a web based randomisation/treatment allocation system or Sealed Envelope. If known who will access this e.g. the PI or suitably trained staff at each site and how the allocation will be documented, for example will the system provide an immediate allocation with a confirmatory email or will you only get an email – who else will be provided with a copy of the treatment allocation or randomisation number etc.  Where this information is not known at the time of protocol generation – this information must be included in a subsequent detailed randomisation specification (Randomisation Manual, Trial Procedures Manual etc) to be generated/finalised prior to trial initiation and mention of this document made here.
The trial statistician will be able to assist with the completion of this section.

For trials with no randomisation/or protocolised treatment assignment please remove the entire section.

9.6 Trial Blinding

If applicable your trial statistician and trial pharmacist will be able to assist you with the completion of this section.  Explain if any blinding will be used to avoid bias. Describe the process in detail. Do not use vague terms such as “single blind” without explicitly stating who will remain blinded and who will not.  

This section should detail who will be blinded against the treatment allocations or alternatively who will not and the reasons for this. Include any limitations of the blind and steps taken to mitigate impact on data integrity.  For example, if routine blood results could unblind patients receiving active IMP, will an unblinded/independent clinician be required to review all lab results in the trial and make decisions about ongoing treatment or dose reductions etc.

9.6.1 Planned Unblinding

For trials where participants will need to be unblinded at the end of their treatment phase to facilitate ongoing treatment of their disease; the process for unblinding and the steps that will be taken to maintain the blind for key staff performing analysis or those who could have an impact on results/data of ongoing patients need to be detailed here.  Consider how and who will inform the participants and whether other caregivers – eg their GP also need to be notified upon unblinding.  Consider who will perform the unblinding (central staff in the CCTU or local site staff). 
For trials where participant unblinding will occur at the end of the trial, detail how that will be managed and communicated to the participants, particularly if the trial duration is significantly longer than the participants involvement in the trial (eg participant in the trial for 6 months but the trial will run for 3-4 years due to the recruitment duration). 
9.6.2 Emergency Unblinding

Delete section if not applicable for your trial.  If the trial is blinded this section should detail the circumstances where unblinding is acceptable, who within the trial is allowed to unblind, the procedure for unblinding (or where this procedure will be documented) and who will be notified of the unblinded participant.   If there are back-up emergency unblinding processes these can either be detailed here or in the TPM as appropriate.
The Sponsor/CI cannot require that the investigator contact the Sponsor staff / CI before unplanned/emergency unblinding. The MHRA expect that the Protocol reflect international guidelines that state that it is the treating physician (investigator) who is responsible for the medical care of the trial participant (Declaration of Helsinki and ICH GCP 4.3). As such, the coding system in blinded trials should include a mechanism that permits rapid unblinding (ICH GCP 5.13.4). If the blinding is prematurely broken, it is the responsibility of the investigator to promptly document and explain any unblinding to The Sponsor (ICH GCP 4.7).
9.6.3 Unblinding for Safety Reporting

In the event of a potential SUSAR, unblinding will be performed by the CCTU Pharmacovigilance Team within the appropriate regulatory time frame detailed in section 12.7.2.  Details of the treatment allocation will be retained confidentially by the PV team and only disseminated to limited members of the wider coordination or site team as deemed absolutely necessary for the ongoing safety of the individual participant or in the event that potential safety implications for the wider participant population are suspected.
For open-label trials remove the entire blinding sections.

9.7 Participant Withdrawal Criteria

The trial should be designed and resourced to allow data collection to continue wherever possible, particularly for trial outcome data. This may mean designing the trial to consider what choices will be available for reduced or altered participation (rather than full participant withdrawal from the trial), particularly focussing on allowing continued data provision with less participant commitment. These options should be considered as long as such changes are safe, feasible and do not negatively affect the scientific integrity of a trial. 
Where there are several participant retention options and processes, it may be appropriate to detail these under relevant sub-headings for ease of reference.
When a participant indicates that they want to stop taking part, the researchers should try to find out exactly which parts of the trial the participant wants to stop and which they are happy to continue.
It always remains within the remit of the physician responsible for a participant to withdraw a participant from a trial for appropriate medical reasons, be that individual adverse events or new information gained about a treatment.
This section should define the terminology for end of trial participation as clearly as possible, including all instances where a participant may make a decision or where a decision may be made on their behalf (e.g. to protect participant’s safety or well-being) to end or reduce trial participation, and detail:
· When participation can stop or change and how these changes will be managed (e.g. what to do when participants stop or reduce their participation, what information they should be given and how participant’s wishes will be documented, when and how to manage participation change including withdrawal of participants from the trial / investigational product treatment – and whether the participant would continue to be part of the trial if IMP was withdrawn for specific reasons).
· How researchers can help participants make an informed and freely-given decision about changing their participation, as well as details of the extent of, and limits on, participants’ choices.
· Type and timing of data collection for participants completely withdrawn from the trial and for those with reduced or altered participation.
· How to manage loss of contact with participants (loss of contact should not be considered automatic withdrawal, unless the participant has explicitly stated their wish to withdraw). This includes a set of processes to follow, and criteria for judging when to stop trying to contact someone. Any methods that will be used to re-establish contact should be added to the PIS and a matching clause added to the ICF.
· What will be done with any trial results, biological samples collected and data generated from analysing participant’s biological samples following instances of participation change.  Our standard approach is to retain all samples for use in the trial unless explicitly told by the participant that they wish to destroy them.  Similarly data collected up until the point of consent withdrawal will be retained and used in the trial.
Refer to the PeRSEVERE guidance (see Protocol front page) and cross check with Section 11.8 End of Trial Participation for consistency of terms and definitions.
In certain circumstances it may be appropriate to allow a bit of flexibility around the withdrawal criteria, and this is often written as ‘CI/PI discretion’ or words to that effect.  If you plan to include flexibilities around this, you need to include where this decision and justification will be recorded for each participant who meets a ‘potential’ withdrawal criteria.

Database Considerations: 

Consideration should also be given at this stage to:

· how you will record the altered participation in the database to ensure that only assessments and data agreed to will be performed and collected

· This is also needed so that the trial team and statisticians can check for trends/issues with data and allow the DMs to easily identify which data is truly missing or just not required for that participant

· how you can easily identify participants meeting the withdrawal criteria through routine review of the data, including how to record in the database when a decision to not withdraw has been made and appropriately signed off by the relevant decision maker.  Participants meeting withdrawal criteria must be reviewed and actioned in a timely manner.
9.7.1 Withdrawn /Unevaluable Participant Replacement

Include here if withdrawn participants will be replaced and what the requirements for this are, including the process for replacement.  Usually if the sample size requires a number of ‘evaluable’ participants, it is expected that participants will be replaced if deemed unevaluable. There should be a clear definition of what will be considered ‘evaluable’ in the protocol.  Further details of how treatment compliance will be measured and how participants will be reminded of this need to be included in section 11.
10 Trial Treatments

This section should be completed with the assistance/advice of the Pharmacy department.  For multi-centre trials, a Pharmacy Manual will be produced and contain details of the trial drugs and the processes listed below with generic information contained in the protocol. Refer to the Pharmacy Manual throughout this section as appropriate to signpost where further details are located. 

For single-centre trials the detail should be included in the protocol as a Pharmacy Manual will not be produced. Refer to schedule of events for dispensing visits.

Studies may also utilise a central pharmacy dispensing model – a central Pharmacy Manual will be produced in this case. 
10.1 Treatment Summary 
For the purpose of this trial, X, Y, Z are all considered as Investigational Medicinal Products (IMPs) conducted with a Clinical Trial Authorisation (CTA). Include any placebos or other products that are used as a reference/control in the trial.
Provide a brief description of the treatment. 
If relevant, A, B and C are the Non-Investigational Medicinal Products (NIMPs) used in the trial (see section 10.3)

 Provide an overview of the medication name, whether an IMP/nIMP, the source of supply (Sponsor/hospital supply) and where relevant, funding/reimbursement. This information is useful for participating sites to have access to as early on as possible.  Further details can be found in the Pharmacy Manual.
Examples:

	Product
	IMP

/nIMP
	Form
	Strength and pack size
	Supplied by

	X or placebo
	IMP
	Tablet
	Bottles containing 28 x 500mg tablets
	Sponsor

	Rituximab
	IMP


	Concentrate for solution for infusion


	500mg/vial


	Site

	Placebo to match Rituximab

(NaCl 0.9%)
	IMP
	Solution for infusion
	1x 100mL infusion bag
	Site

	Chlorphenamine


	nIMP
	Solution for injection
	10mg

 /ampoule
	Site


10.2 Investigational Medicinal Product(s)
The following subsections should be completed separately for each active IMP and any control products that are being used in this trial in the following order as appropriate.  

Depending on the phase of trial and status of the IMP(s) the following MHRA Guidance on Risk ProportionateApproaches to Trial Management may be applicable in the following sections: https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf
Specific consideration should be given to the requirements for IMP labelling and accountability.  If risk adaptations are applicable within the trial, there may also be reduced requirements for the content of IMP documentation which should be considered alongside these.

If you feel your trial may be suitable for risk adaptation, please speak to your Clinical Trial Officer (CTO – Regulatory Team).  All risk adaptations need to be clearly documented in the submission cover letter with a clear justification provided.

Depending on the number of IMPs and the level of detail required, some information can be summarised in a table (see example below). Sections 10.2.1 – 10.2.4 may not need further completion and/or can be merged if sufficient information can be provided in table-form, for example:

Overview of IMPs used in the trial:

	Product name &  description
	Legal status
	Storage conditions

(e.g. 2-8° C, <25 °C, no specific storage conditions, as per SmPC) 
	Supply

(e.g. central supply/automatic via IVRS/Hospital stock)
	IMP blinded on arrival?

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


Complete the below sections as needed.  Delete sections if the required level of detail is contained in the table above.
10.2.1 Name and description of IMP X 
In this section give a full description of the IMP. 
10.2.1.1  Legal status

Include details of whether this drug is licensed for use in the UK or other countries and its indication. 
If the IMP is unlicensed or ring-fenced commercially supplied IMP then the following statement can also be used.

The trial is being carried out under a Clinical Trial Authorisation. The drug is therefore only to be used by the named investigators, for the participants specified in this protocol, and within the trial.
10.2.1.2  Supply  

Include details of supply including whether it is free of charge from the IMP manufacturer or normal hospital stock. You may also need to include any special supply processes, e.g. a triggered release process or central supply to all sites from a 3rd party and how it will be supplied e.g. ‘upon receipt of a suitably signed trial specific prescription’.
If the drug is to be supplied to the trial team for re-constitution outside of the pharmacy department, this section should be worded with enough flexibility to allow re-constitution within pharmacy and/or locally approved/agreed facilities within the Trust.
10.2.1.3 Packaging and Labelling

Include details on the packaging, labelling and form of the drug including placebos if used in the trial.

10.2.1.4  Storage conditions

Include details on how the drug should be stored – for normal hospital stock, it is best to state that IMP would be stored as per the SmPC.
This section should include any storage instructions once IMP is dispensed from pharmacy e.g. ‘stored in a fridge at #-#oC’ and ‘use within 24 hours following preparation’ depending on the requirements of the product. Where expiry of IMP is assigned following preparation, ensure to include whether expiry is from preparation start or end time. For multicentre trials where supply details may vary between sites, this section should cover only aspects applicable to all sites, with further details in the Pharmacy Manual and participating site agreement if necessary.

10.2.1.5 Duration of treatment per participant
Include the total amount of time the participant will be receiving the IMP.  This is not necessarily the length of participant enrolment in the trial.
10.2.1.6  Dosage and Administration 

Specify total or daily amount.  If the drug is to be infused, it is important to detail how long the infusions will take – for example, 5mg/kg (to a maximum of 250mg) infused over 8 hours.

If applicable to add further information than in treatment summary include this here, e.g. dose rounding or banding, body surface area calculation method. If using dosing per body weight, and then specify baseline or current body weight, actual or ideal body weight etc. and whether dose from a preceding visit is acceptable for dose calculation or not.

Specify the administration route, e.g. oral, intravenous etc.), and the frequency of administration and timing of each dose. This should also include any pre-medication.
Oral, intravenous, etc. The frequency of administration and timing of each dose.  Include any pre-medication.
Where applicable, add a separate section for nIMP to specify what pre-medication and prm (‘when required’) medication is to be used
10.2.1.7 Dose modifications, disruptions and discontinuation of treatment 

Include whether the dosage will be modified in accordance with the participants’ results (e.g. lab results – and what the results should be or expected/anticipated drug toxicities) and whether this will be completed under controlled hospital conditions or whether the participant will be required to adjust their own dosages following medical guidance at home.  Also include whether the dose can be modified due to participant request.

If you plan to use a mediation diary for the participants, consider how the dosage will be recorded on the diary if it is likely to change during the trial.  The design of the medication diary needs to be designed in a way that facilitates recording changing doses accurately and mitigate the risk of incorrect dosing.

If no dose modification are allowed, it is sufficient to note this under 10.2.1.6 and delete this section.

10.2.1.8 nIMP Interactions with other products and medicines

Include information about interactions as listed in SmPC (section 4.5) and/or IB.  
Provide details and additional guidance on interacting medicines/products (i.e. allowed/prohibited as concomitant therapy) if these would normally be standard of care for the participant population. Cross-reference to section 10.4.

It may be pertinent to add additional guidance or alternative therapies in this section and cross-reference this information in section 10.4.
Ensure it is clear to what IMP the known drug reactions apply to if there are multiple IMPs in the trial.
10.2.1.9 Procedures for monitoring treatment compliance 

Delete if not applicable. Include this section if IMP is taken home by participant. 
The first consideration for this section is whether treatment compliance is a mandatory factor for the statistical analysis (evaluable patients).  If this is a critical to quality factor, robust processes must be in place to ensure treatment compliance is recorded accurately, in real-time with ongoing central monitoring.
This section should include details of whether a participant medication diary (paper or electronic) is to be used, the return of unused IMP at each visit to be checked against the anticipated amount etc.  Pharmacies are not usually involved in checking compliance, but will be able to record returns if required (fees to be included in contract). Returns procedures in Pharmacy to be recorded under 10.5.3.  It is important to note that paper medication diaries are notoriously unreliable sources of compliance, often being completed in batches by participants rather than in real-time each time a dose is taken.  There are frequent missing entries and often the IMP returns do not match the amount of IMP supposedly taken by the participant.
Consider how this can be checked centrally during the trial – for example requesting dispensing and accountability (return) records as part of remote monitoring activities and cross check of participant- reported compliance in the database. This should be undertaken throughout the trial, and not just at the end of the trial.  Errors identified late in the trial cannot be rectified.

It should be clear in this section which document is the definitive record of compliance, specifically if there are discrepancies between the medication diary and the number of returns recorded.  It is unlikely that a paper medication diary will be accepted as the definitive record.
10.2.1.10 Placebo/comparator products 
Delete if not applicable.  This should include details of the product, dose, route of administration, maximum dosage allowed and the duration of treatment for participants.  If placebo will be managed exactly the same as the active IMP you may state this rather than repeating the details here again.  If there will be any differences in how placebo is managed, placebo will need to be fully detailed here.
Active comparator products should be listed as an IMP unless it is standard of care with no limitations on what participants will receive.  The Pharmacy team will be able to advise on the best way to complete these.
10.3 Non-Investigational Medicinal Products (NIMPs)
https://mhrainspectorate.blog.gov.uk/2023/02/03/manufacture-of-investigational-medicinal-products-frequently-asked-questions/)

Delete if not applicable

This section should include some details about the NIMPs used in the trial. NIMPs are any products supplied to the trial participants according to the protocol but are NOT under investigation. They could for example, be challenge agents, rescue or escape medication, agents used to assess end points (eg PET Ligand) or any other product which is not under investigation that will be used in the trial, including any background medication(s) administered to all participants e.g. antibiotics, steroids, G-CSF. Include details of the dosage, treatment duration and administration, if it is going to be provided by the Sponsor (for multi-centre trials) and other details of storage and supply as appropriate.
10.4 Concomitant Therapy & Rescue Medications
Delete this section if not applicable. 
If applicable, list known allowed concomitant therapies, the dose, total duration and circumstances in which the therapy is permitted, e.g. ongoing, existing or background medication for disease, vaccines etc.
In addition, list any prohibited concomitant medications or therapies in this section and provide additional details if the therapies would normally be standard of care for the participant population. Cross-reference to 10.2.1.8 (interactions) and 9.2 (exclusion criteria) as applicable to avoid duplication of text.
All approved rescue medications for the trial must be listed in this section with relevant information on dosing and frequency if this differs from standard care practices.
10.5 Accountability and Dispensing 
10.5.1 Pharmacy responsibilities

For single centre trials where no pharmacy manual is being written include the following information regarding:

· Maintaining adequate IMP stock levels 
· Ordering

· Accountability

· Temperature monitoring

· Quarantine
· Returns and destruction
Refer to the Pharmacy Manual for more information.
10.5.2 Drug accountability 

In this section describe how and by whom the trial IMP and placebo will be accounted for.  If no drug accountability is required (such as type A trials) then specify why it is not required (e.g. standard care). This section and section 10.5.3 below should be discussed with and agreed with pharmacy and the trial monitor. Any divergence from full accountability should be included in risk assessment and mitigation plan.
Refer to the Pharmacy Manual for more information
10.5.3 Returns and destruction  

Please describe the procedures in full for return and destruction of the IMPs. Or include in individual IMP section if these processes are different for each IMP (e.g. if includes both oral and intravenous formulations) or alternatively state refer to the Pharmacy Manual for more information

11 Procedures and Assessments

In this section consider where the assessments will be performed and where the data will be collected.  For example, is it possible that some of the assessments will be performed in the hospital whilst others performed at home or in GP surgeries etc?  Are any assessments being performed by a vendor (eg homecare organisation taking blood samples or measurements)? Also will any of the assessments be performed by the participant directly (e.g. home blood pressure monitoring/ medical diaries/other Patient Reported Outcomes) and what are the procedures and timelines for notification of these results to the trial team, especially if they are outside of the range etc.  Be clear if any of the assessments will be performed by telephone call (eg a wellness check for safety reporting purposes).
Also consider that SAEs are to be reported from the point of informed consent, unless your trial has risk adapted this in section 7.1 and section 12 so safety/AE/SAE review should be included during every visit.  It is also important to include treatment compliance review at scheduled time points if participants will be taking IMP at home.  This should be completed on a routine basis and should be included specifically in the list of assessments. 
Consideration should be given to the timing of assessments and the duration of visits.  Ideally, these will be discussed with the trial PPI group prior to finalising the schedule.  Wherever possible visits should be kept to a minimum to minimise participant and site burden.
11.1 Participant Identification & Approach
Details should be provided of resources to be used to identify potential participants for example posters, leaflets, adverts or websites and if known who will identify participants and whether identification will involve reviewing the identifiable personal information of participants, service users or any other person. If participant or disease registers are used to identify potential participants a brief description of confidentiality arrangements of the register should be included. This section should include as many options for participant identification as possible to allow for every opportunity.  
Consider how patients will be approached and by whom and the flow of participant information – eg will approach letters be sent initially and then followed up with the PIS if they are interested in receiving further information?  Provide timelines and a maximum number of approaches (unsolicited) if these will be used in your trial.  For example, you can only send an unsolicited letter a reasonable number of times before it verges on coercive and burdensome on the potential participant.
11.2 Participant Payment

If any payments will be made to the participant once they have consented including payment of reasonable travel expenses this should be included in the protocol.  If payments will vary depending on how many visits are completed this should be detailed here, ideally in a table along with an indication of how frequently these will be paid/timepoints for payment.

Details on appropriate payments can be found on the HRA website: http://www.hra.nhs.uk/documents/2014/05/hra-guidance-payments-incentives-research-v1-0-final-2014-05-21.pdf
11.3 Consent 

Simplified arrangements for obtaining and evidencing consent (where applicable)

For trials which meet the following criteria, the protocol may make provision for simplified arrangements for obtaining and evidencing consent:

· the investigational medicinal product or, if there is more than one, each of the 


investigational medicinal products, is authorised for use in the United Kingdom and is used in accordance with that authorisation; 

· the investigational medicinal product or, if there is more than one, each of the investigational medicinal products, is given to the participant in the course of that participant’s routine health care; and 

· the participant receives no additional medication and undergoes no additional intervention or diagnostic procedure, solely for the purposes of the clinical trial.  

The protocol should include

· the reason for obtaining consent using simplified arrangements; 

· the information to be provided to the participant, and the smeans of providing that information; and 

· the means by which consent shall be evidenced.

The investigator or designee must ensure that each trial participant, or their legally acceptable representative, is fully informed about the nature and objectives of the trial and possible risks associated with their participation. To facilitate this, the REC approved Participant Information Sheet & Informed Consent Form (PIS & ICF) may be presented in alternative formats to patients with additional needs.  The content of the PIS must remain the same, no changes to the content are permitted including the addition of images.  However, the following formats are permitted in this trial - including but not limited to:

· Font changes – size, colour, style, spacing (including line spacing)

· Colour of paper

· Presentation in an electronic format (on screen)

· Being read aloud to patients with visual impairment, inability to read but understand spoken English in line with standard care practices for the patient

· Written language translation (back translation also required)

Regardless of how the participant information is presented (electronically etc), the participant must always be provided with a copy of the documentation for their future reference.
The investigator or designee must obtain written informed consent from each participant or the participant’s legally acceptable representative before any trial-specific activity is performed. The investigator must retain the original of each participant signed informed consent form.  In exceptional circumstances where the participant (with mental capacity) is unable to fully sign the ICF by themselves or it is illegible due to an impairment, (for example visually impaired participants) the consent process can be witnessed by an independent member of the care team with a handwritten annotation on the ICF in line with standard care practices for the patient. A file note should also be completed to document the additional signature and the reasons for this.  This must be filed with the ICF. The Patient Information and consent form used for this trial and any change made during this trial, must be prospectively approved by the REC.  
(For Multi-centre trials or single centre trials where recruitment and consent will be performed outside of CUH)

Once consent has been obtained, a copy of the signed ICF, and any accompanying file notes will be sent via secure transfer (e.g.nhs.net) to the trial coordination team for verification that the consent form has been completed correctly. This copy of the ICF will be destroyed by the central coordination team once verification has been completed and the original will be retained by the investigator team at the participating site.
Should a participant require a verbal translation of the trial documentation by an interpreter/translator, it is the responsibility of the individual investigator to use locally approved translators

If the trial requires documentation in a language other than English, the translation and back translation documents must be reviewed and approved by the Sponsor prior to use. All sections of the approved documents must appear in the translation.  The translated version must be appropriately dated and include version control. It may be appropriate if you intend to have sites where English is not routinely the first language and needs to comply with regional legislation (eg the Welsh Language Act), to also generate the participant facing documents in that language as part of the submission process.
Any new information which becomes available, which might affect the participant’s willingness to continue participating in the trial will be communicated to the participant or their representative as soon as possible, and where appropriate re-consent obtained.  Add further details here of how you intend to provide this information – verbally over the telephone, at their next visit (if visits are close together), in writing by post/email etc.

If the trial will be performing pre-screening activities split the consent section into pre-screening consent and full trial consent.  Pre-screening consent materials will typically be a lot shorter than the full PIS & ICF as they will only cover the procedures relating to the pre-screening activities as well as basic information about the purpose of the main trial.  It is important to remember that written consent is still required in CTIMPs (unless your trial meets the criteria for ‘Simplified Arrangements for Consent’ so pre-screening consent still needs to meet those requirements.

Refer also to PeRSEVERE guidance (link at front of Protocol)
Special consideration should be given if you are planning to: 

· Include children or adults unable to consent for themselves into the clinical trial

· Enrol patients into a trial in an emergency situation and whereby consent from the participant cannot be sought or a legal representative cannot be consulted prior to the participant being recruited into the trial

· Enrol patients who have a particular condition which means that they have the mental capacity to consent to participation but are unable to physically confirm this consent.
· These issues are covered by the Medicines for Human Use (Clinical Trials) Regulations.  The required procedures to be included in the trial protocol are detailed in the MHRA “Grey Guide” Good Clinical Practice Guide 2012 and guidance documents available on the Health Research Authority website (see guidance on the front page) 

Will the trial include participants who will be unable to give their consent? Consider if the trial will need to seek consent from Next of Kin / Personal legal representatives, or Professional legal representatives/Independent Healthcare Professionals and how this will be managed and documented over the course of the trial.  

Specific attention should be paid to how consent will be obtained from the NOK and/or participant after their IHP enrolment – who will obtain this – local team or central team? Are any of the follow-up processes decentralised?  Is it likely that the first contact with the patient or NOK will be during the follow-up process and could this be done by the central clinical team rather than the local clinical team?  If so, you need to state that the responsibility for obtaining consent transfers to the central team and at what point this occurs. 

Consideration also needs to be paid to how will the local team be made aware of their participants consent (or withdrawal if consent is refused).  Who is responsible for completing the relevant fields in the CRF? 

Considerations for other sections of the protocol related to consent responsibility: Who is responsible for ongoing safety management of the patient if follow-up is remote and performed by the central team?  Does the local team need to be provided with updates for their participants so that the PI has overall oversight of their recruited participants throughout the course of the trial.  All of this needs to be documented in the protocol to clearly define where the responsibilities lie at relevant timepoints in the trial.
If the trial is likely to include participants who are unable to sign the consent form an impartial witness would be required. This may be relevant where the trial will recruit participants who have a particular condition which means that they have the mental capacity to consent to participation but are unable to physically document this consent. Document why is it expected that an impartial witness might be required and how an impartial witness will be identified.
Will the trial recruit participants in an emergency situation whereby consent from the participant cannot be sought or a legal representative cannot be consulted prior to the participant being recruited into the trial?  
Recruitment in an emergency situation will only apply where recruitment is required prior to obtaining informed consent from the person or from a legal representative where the following criteria all apply: 

· Due to the urgency of the situation, caused by a sudden life threatening or other sudden serious medical condition, the person is unable to provide consent prior to recruitment into the clinical trial;
· There are scientific grounds to expect that participation in the trial will have the potential to produce a direct clinically relevant benefit for the person, resulting in measurable health-related improvement, alleviating the suffering and/or improving the health of the person or in the diagnosis of their condition;
· It is not possible within the therapeutic window to supply all prior information to and obtain prior informed consent from a legal representative;
· There is no reason to believe that the person has objected to being recruited in any such clinical trial;
· The clinical trial relates directly to the person’s medical condition and because of this condition, it is not possible within the therapeutic window to provide information to and obtain consent to the person or a legal representative;
· The clinical trial must pose no more than minimal risk or burden compared with standard treatment for the person’s medical condition.
11.4 Screening Evaluation

11.4.1 Pre-Screening

Delete as appropriate.

In certain circumstances, some form of pre-screening may be appropriate for the trial, for example participant self-referral/screening activities or genetic screening.  If this is the case, include all details of pre-screening activities to be undertaken and by whom and ensure that the consent process above is split into pre-screening consent and full consent.  Details of how the results of pre-screening should be communicated to the potential participants is also required in this section along with guidance or requirements for ongoing medical oversight or referral to another service (eg mental health service for participant self-referral/screening results).
11.4.2 Screening Assessments
Trial specific assessments will only be conducted after participants have given written informed consent.  It is best to do this in a bulleted or numbered list. Need to list any screening assessments such as clinical or diagnostic testing necessary to meet any noted inclusion or exclusion criteria, for example ECG, biopsies and samples, scans, laboratory tests. Any assessments and/or procedures performed as part of routine care which will be used to screen participants for eligibility will require defined timelines (e.g. x-rays within the last 6 months). Specify the maximum or minimum duration allowed between screening and baseline/randomisation (if applicable).  
Refer to the CTFG contraception and pregnancy guidelines for testing requirements at screening and throughout the trial in conjunction with the SmPC/IB.  
Consideration should be given to whether fasted screening evaluations will be undertaken on the same day as consent being taken and how these will be handled. For example if the  informed consent and screening visit occur at the same time and participants are required to give a fasted blood sample. A phone call can be made by the investigator to the participant at a pre-defined time point between the PIS being provided and the participant fasting for their screening visit in order to answer any queries they may have.

If eligibility screening involves procedures that emit ionising radiation it is vital that the exposure is categorised correctly. Ionising radiation exposures are considered to be ‘research exposures’ where the exposure is required as a specified part of, and for the purpose of, the research. 
If, as part of screening you plan to review an already existing SOC scan, be very clear about this in the protocol.  This clarification is the difference between the scan being considered a research procedure and part of the exposure calculation, rather than the research procedure actually being the medical review of an existing scan and therefore not part of the exposure calculation. In some cases this can be the difference between needing an ARSAC application or not.
Unless an exemption applies, all In vitro diagnostic medical devices (IVDs) being placed on the market or put into service in the UK are required to have the relevant mark of conformity (UKCA, CE or CE UKNI). This includes devices used in clinical trials of medicines to stratify participants for inclusion/exclusion in the trial or stratified to a cohort within a trial. If you are using an IVD in your trial, the covering letter and/or protocol should confirm any applicable CE marking requirements have been complied with (or will be complied with prior to the beginning of the trial). Refer to the link with MHRA guidance on the front page. 
11.4.3 Screening Failure and Re-Screening Process

Detail here what happens in the event of screen failure – where and how this should be documented (which documents to update) and if appropriate the process for re-screening.  Will a new Pt ID be created or will the participant retain their original ID?  Include if there are certain assessments that do not need to be re-performed if originally performed within a certain timeframe.  Include if participants need to wait a certain timeframe before being considered for re-screening.

11.4.4 Participant Registration/Randomisation
Participant registration/randomisation can only occur once all screening assessments have been completed and eligibility for the trial has been confirmed by a medically qualified doctor.
Detail here the participant registration process.  This can be a manual, centralised process whereby an eligibility CRF page is sent to a trial coordinator or the use of a randomisation system such as Sealed Envelope.  For multi-centre trials, further details of what documentation to send and what should be retained, can be added here including the need for participant registration before any other visits/treatment can be scheduled.
It is very important to note that if there is any stipulation in the protocol that the participant registration process requires provision of supporting documentation as well as the registration form (e.g. lab reports, CT scan reports etc) that these are MEDICALLY reviewed to confirm registration/randomisation. This MUST be completed and any queries resolved prior to participant registration. It is therefore far more preferable for the PI to sign the registration form to confirm eligibility and not request additional supporting documentation.  Not reviewing provided supporting documentation WILL be an Audit/Inspection finding.

11.5 Baseline Assessments
Consider whether any or all of the screening assessments can double as the baseline assessment, or if the visits can be combined. If they can, details should be explicitly stated in the Protocol, including (if relevant) which assessments should be performed in a certain order.  For example, you wouldn’t expose a participant to a baseline scan if they hadn’t passed the screening blood test.  These can be scheduled to occur on the same day as a combined visit but it is unethical to expose a participant to radiation for a trial they are not eligible for.  Similarly, you would schedule the most invasive assessments for after the screening assessments (eg lumbar puncture (baseline) after an ECG (screening). Combining these could save resources (time/money) e.g., a pregnancy test at screening would not need to be repeated if baseline is 2 days later, but does require careful consideration.
For example

All participants will have the following assessments:
a) Weight in Kg
b) Gender
c) Age and date of birth

d) Any significant past medical history

e) WHO performance score 
f) Full blood count (including platelets and differential white cell count)

g) Biochemical series (including urea, creatinine, uric acid, electrolytes, calcium,        alkaline phosphatase, AST)

h) 12 lead ECG

i) Chest X-ray

j) etc

However, review the relevance of each baseline variable. Do not include a variable solely on the grounds that it is always recorded, if there is genuinely no interest in the variable.

It will need to be made clear in this section whether any of the procedures need to be undertaken in a certain order and where explanations are needed, for example if 3 measurements are to be taken and averaged that will also need to be explained.

For particularly complex procedures or those that differ from routine standard practice, these should be detailed in full.  For example if you usually take a 6 lead ECG as normal routine practice but require a 12 lead EGC this will need to be made clear to avoid potential errors.

If there are any translational aspects of the trial for example the collection of blood or tissue samples, this should be further detailed in the relevant sections of the protocol (e.g., assessments section, analysis section, storage of samples section etc).

If specialist, non-standardised assessments are required, care should be taken to detail exactly what needs to happen during the assessment.  For example a 6 minute walk test should be undertaken at each site using a similarly sized route across all sites, or if a specific piece of equipment needs to be used, this should be detailed with the specific assessment.

11.6 Trial Assessments

The trial should be designed and resourced to allow data collection to continue wherever possible, particularly for trial outcome data. As such, consider options that participants be allowed to continue participating while making less commitment to the trial, where this is feasible, safe and does not negatively affect the scientific integrity of the trial. Details of how to manage this should be described in section 8.6 of the protocol, as appropriate. See PeRSEVERE guidance.
Describe all trial procedures and assessments, including those that are part of routine care within the trial. 
Add subsections as required. 

If helpful, assessments can be categorised as Standard of Care (SoC) or research either by specific headings listed per visit or by adding ‘(SoC)’ or ‘(Research)’ after each assessment.
11.6.1 Timing of assessments

The timing of the assessments should be detailed and broken down into visit numbers as appropriate
For example: Participants are to be seen at  Hospital clinic at least every 4 weeks for the first 6 months and at least every 3 months thereafter.

Define the follow up intervals.  It is also important to consider any run-in or washout periods in this section and ensure they are adequately detailed.  Depending on the trial it may be more appropriate to use weeks rather than months as some people interpret 6 months as 24 weeks whereas 6 months is actually 26 weeks.  This could make a difference in trials where treatment visits and assessments need to be tightly managed.
Consideration should be given to visit windows for a given visit, eg stating month 6 (+/- 7 days), or assessment, eg MRI scan at month 12 – you may be able to use a recent scan, up to 28 days before or after the visit if performed as part of standard care.  This significantly reduces protocol non-compliances where scheduling participant visits is difficult or for delayed participant visits due to ill health or transport issues. Note that scheduling of visits and visit windows may also impact on the choice of pack size for manufactured IMP and quantity to supply at each visit (in case IMP is taken home by the participants).  This should be discussed with your CUH pharmacy contact.
11.6.2 Assessments at time point (List visit numbers/days and repeat the section as necessary for each individual visit)
For example
The following are to be recorded each month for the first 12 months and every three months afterwards:

a) Physical examination
b) Adverse Event Review
c) Weight in Kg
e) Full blood count

f) Biochemical series (as inx.x.x)

g) Chest X-ray
h) Treatment compliance check (participant medication diary review and tablet count) etc
If your trial requires a certain level of treatment compliance for your participants to be evaluable, consider how you will check for this at each appropriate visit.  Rarely is the completion and return of a medication diary robust or accurate.  IMP return and counting is the gold standard approach, and should be performed prior to any further dispensing – it is a potential serious breach if we continue to dispense IMP to a patient that is deemed unevaluable and meeting withdrawal and replacement criteria due to treatment non-compliance.  
Given many participants forget to return their medication and diary, particularly if there are long periods between visits or IMP dispensing is not at every visit, consider how participants will be reminded to bring their diaries/IMP to the visit – a phone call, or text message etc.  Build this into your trial so that treatment compliance can be verified for the participants.
11.6.3 Assessments at the end of treatment /trial visit
Generally, in line with UK regulatory guidance a final pregnancy test should be completed post end of treatment, along with with any ongoing contraception/pregnancy advice (post-exposure contraceptive requirements and the associated timeline for reporting pregnancy). The collection of any unused medication/devices should also be added for end of treatment/trial visit.  IMP provided for use in the trial cannot be retained by the participant after their active trial participation has concluded.  The end of treatment/trial visit will usually be performed for patients regardless of whether they complete the full trial or withdraw early (refer to section 9.6).
11.7 Schedule of Assessments 

Insert table format of all trial related assessments here (see example below). This is the preferred method of review by RECs for understanding the participant’s involvement in the trial.  This should be sufficiently detailed to allow a clinician to determine the evaluations that need to be performed for each participant during their participation in the trial and include time points for IMP/nIMP dispensing as appropriate.  Try not to group assessments on one row if they are not part of a single process –eg it’s acceptable to group blood tests together for a single blood draw, but not an ECG and Vital Signs.
The Schedule of Assessment table, Trial Assessments section (above) and the PIS/ICF should be the same and cross checked against each other for accuracy.
	Assessment 
	Screening 
	Baseline
	 Treatment phase
	Follow up Visits
	End of Trial

	Visit 
	1
	2
	3
	4
	5
	6
	7

	
	Day- X
	Day - x
	Day 0
	Week x
	Week x
	Week x
	F-UP

	Eligibility assessments
	
	
	
	
	
	
	

	Informed consent
	
	
	
	
	
	
	

	Medical history
	
	
	
	
	
	
	

	Physical
	
	
	
	
	
	
	

	Vital signs
	
	
	
	
	
	
	

	Add ALL Protocol Assessments including blood/urine etc as applicable both trial specific and routine
	
	
	
	
	
	
	

	Concomitant medications 
	
	
	
	
	
	
	

	ECG
	
	
	
	
	
	
	

	Randomisation
	
	
	
	
	
	
	

	Adverse event assessments 
	
	
	
	
	
	
	

	IMP dispensing
	
	
	
	
	
	
	

	IMP administration
	
	
	
	
	
	
	


11.8 Long-Term Follow-up Assessments
Remove if no LTFU is planned within the trial 

Consider at this stage whether a separate follow-up study (non-CTIMP), linked but not directly part of this trial (and therefore not overseen by the Regulatory Team), would be beneficial.  For very large trials this could represent a significant cost saving, but also requires the treatment trial to be closed down once the last participant has completed treatment and transferred to the follow-up study.  This will tigger the end of trial processes including reporting on the primary and secondary outcome measures/endpoints.
After the active treatment phase has completed and you wish to continue to monitor participants’ long term (survival data in terminal diseases etc). Include frequency of follow-up visits, duration of follow-up period and assessments to be carried out.  
Include how participants will be identified as ‘lost to follow-up’ and measures taken to obtain the information if visits or data collection time-points are missed.
Consider if any of this can be done listing existing healthcare data/registries e.g. SPINE or NHS England/ ONS data or other disease specific registries and whether the participant needs to be actively involved. Can centralised processes be adapted?  There are costs associated with these registries and the PIS documentation requires external review and approval by the registries prior to submission to Regulatory Authorities.
11.9 End of Trial Participation
It should be made clear whether the participants will be expected to return to normal standard of care following their participation in the trial, or whether provision has been made for them to continue to receive the IMP or intervention post-trial.  For example, will you be recommending a specific treatment to their normal clinician/GP or are there plans to apply for named patient supply?  For blinded trials refer back to 9.5.1 if applicable.
It would also be beneficial to list the point at which the participant is deemed to have finished their trial participation. This will help determine when safety reporting requirements for the participant ends.

Refer to the PeRSEVERE guidance (link at front of Protocol) and cross check with Section 9.6 Withdrawal Criteria for consistency of terms and definitions.
11.10 Trial Restrictions

Consider any contraindications whilst on the active phase of the trial including dietary requirements/restrictions. For example, consider if participants must not donate blood or sperm, alternative medications/treatments etc.
It is imperative to list whether contraception needs to be used and the duration for use.  The list of approved contraception for the trial should be fairly extensive. The MHRA requires that the latest CTFG guidance is used (CTFG 21/09/2020) For example:

Participants of childbearing potential are required to use adequate contraception for the duration of the trial and for ## after the completion of the trial/last treatment.  Childbearing potential is defined as:

Female participants: Fertile, following menarche and until becoming post-menopausal unless permanently sterile. Permanent sterilisation methods include hysterectomy, bilateral salpingectomy and bilateral oophorectomy.

A postmenopausal state is defined as no menses for 12 months without an alternative medical cause. A high follicle stimulating hormone (FSH) level in the postmenopausal range may be used to confirm a postmenopausal state in women not using hormonal contraception or hormonal replacement therapy. However, in the absence of 12 months of amenorrhea, a single FSH measurement is insufficient.

Male participants: fertile after puberty unless permanently sterile by bilateral orchidectomy.

Acceptable, highly effective contraception methods for female participants include:
· Oral, intravaginal, transdermal combined Oestrogen and progestogen containing hormonal contraception associated with inhibition of ovulation) 
· Oral, injectable, implantable progestogen- only hormonal contraception associated with inhibition of ovulation

· Intrauterine device (IUD)

· Intrauterine hormone-releasing system (IUS)

· Bilateral tubal occlusion

· Vasectomised partner, where this is the only sexual partner of the participant
· Full sexual abstinence where this is in line with the participants preferred and usual lifestyle – defined as refraining from heterosexual intercourse during the entire period of IMP exposure.

Men are required to use adequate contraception for the entire duration of the trial and for ## after the completion of the trial/last treatment. This includes:
· Barrier contraception (condom and spermicide) even if partner(s) are using another method of contraception or are already pregnant (also to protect partners from exposure to the trial IMPs etc) – please note that this is not considered as ‘highly effective’ as it has a greater than 1% failure rate.  If your IMP requires highly effective contraception measures, then this would need to be conjunction with the highly effective female contraception options above.
· Vasectomy
· Full sexual abstinence where this is in line with the participants preferred and usual lifestyle – defined as refraining from heterosexual intercourse during the entire period of IMP exposure.

Consideration should also be given as to whether male participants should refrain from donating sperm for the duration of the trial and any period thereafter.

12 Assessment of Safety 
Depending on the phase of trial and status of the IMP(s) the following MHRA Guidance on Risk Proportionate approaches to Trial Management may be applicable throughout section 12: https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf
In all but a few high risk trials (FIH etc) there is scope to adjust the level of safety data recording and reporting within the trial.  Specifically, careful consideration should be given to the requirements for AE recording. There are circumstances, such as when the IMP has a very well established safety profile, where it is appropriate not to record any AEs within the trial or to only record AEs of Special Interest for the trial.
Similarly, in certain lower risk trials, there is scope to reduce the amount of SAE reporting required for the trial, i.e. to only report SARs and SUSARs.  However, the applicability of this particular adaptation is greatly reduced from the AE reporting adaptation.  

The following sections should be worded/adjusted accordingly.
If you feel your trial may be suitable for risk adaptation, please speak to your Clinical Trial Officer (CTO – Regulatory Team).  All risk adaptations need to be clearly documented in the submission cover letter with a clear justification provided.
12.1 Definitions

12.1.1 Adverse Event (AE)
Any untoward medical occurrence in a participant administered a medicinal product which does not necessarily have a causal relationship with this treatment.
An AE can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of an IMP, whether or not considered related to the IMP.
12.1.2 Adverse Reaction (AR)

All untoward and unintended responses to an IMP related to any dose administered. All adverse events judged by the reporting investigator as having a reasonable causal relationship to the IMP qualify as adverse reactions. 

12.1.3 Serious Adverse Event or Serious Adverse Reaction (SAE/SAR)
Any untoward medical occurrence that at any dose:

· results in death
· is life-threatening

· requires hospitalisation or prolongation of existing inpatient hospitalisation
· results in persistent or significant disability or incapacity
· is a congenital anomaly or birth defect.

· is an important medical event - some medical events may jeopardise the participant or may require an intervention to prevent one of the above characteristics/ consequences. Such events should also be considered as ‘serious’
Life-threatening in the definition of an SAE & SAR refers to an event in which the participant was at risk of death at the time of event; it does not refer to an event which hypothetically might have caused death if it were more severe.
The term “severe” is often used to describe the intensity (severity) of a specific event. This is not the same as “serious”, which is based on participant/event outcome or action criteria.

12.1.4 Suspected Unexpected Serious Adverse Reaction (SUSAR)
A serious adverse reaction, the nature and severity of which is not consistent with the information set out in the Reference Safety Information (RSI), and is therefore deemed unexpected.
12.1.5 Recording Events

The process of recording the safety events in the participants medical records (standard care practice) and the trial CRF for the purposes of participant oversight and data analysis.
12.1.6 Reporting Events
The process of reporting relevant safety events to the Sponsor via the appropriate reporting form/system for the purpose of participantt safety monitoring and onward reporting of relevant safety events to the appropriate authorities.
12.1.7 Adverse Events of Special Interest

A serious or non-serious event of scientific or medical concern/interest for the IMP or trial, which requires additional oversight including potential additional safety monitoring and highlighting in the trial safety dataset.
12.2 Reference Safety Information (RSI)
The RSI is contained in a clearly identified section of the Summary of Product Characteristics (SmPC) or the Investigator’s Brochure (IB).  This must be used for making a determination of expectedness for all ARs. Only those terms listed specifically in the RSI are considered under UK legislation as expected.  No additional interpretation or widening of the reaction term listed is permitted for the evaluation of expectedness.
Please note, if the trial is using an IMP with marketing authorisation and intends to use an SmPC, the trial team must assess the suitability of section 4.8 of the SmPC for use as the RSI. For example, assess that the terms within this section are clearly described in the expected RSI format (see website link below) and terms are coded to MedDRA. 

Clinical trials for medicines: collection, verification and reporting of safety events - GOV.UK
For this trial the Reference Safety Information is: list here the number and name of the section of either the IB or SmPC. For example: Section 4.8 of the SmPC (name of product here) approved by the MHRA for use in this trial.
12.3 Participant Reporting Duration
Normally, the Sponsor expects that AEs are recorded from the point of informed consent regardless of whether a participant has yet received a medicinal product, unless there is a full justification for starting at the point of IMP administration (usually only relevant for Type A trials or trials with limited screening/pre-treatment procedures).
12.3.1 Safety Reporting Start
Use this section to determine when safety reporting starts, for example from the point of consent or randomisation (a justification will be needed). 

12.3.2 Safety Reporting Stop
Use this section to determine the formal hard stop for SAE reporting once a participant has completed their participation, e.g. EoT visit or 3 months post-last treatment.

For platform or multi-arm multi-stage (MAMS) trials, a clear statement must be included detailing when an arm will close and report but the trial itself will continue. Include a statement on when sites/teams will stop reporting SAEs and if participants can be recruited into multiple sequential arms, provide a clear statement about the reporting requirements (if any) between finishing one arm and enrolling in the next.
Information should be provided here to give details of how long after the last dose provided, new AEs should be reported.  For example, if you have a 10 year survival follow-up period on your trial, you would not necessarily want to receive new AE/SAE notifications 6 years after the participant completed the active phase of the trial.  You may want to specify that AE reporting would stop two months after the participant’s last dose of IMP for example.

12.4 Evaluation of Safety Events 
Individual AEs should be evaluated by the investigator. This includes the evaluation of its seriousness, any relationship between the IMPs and/or concomitant therapy and the AE (causality), and severity.  
12.4.1 Assessment of seriousness 
Seriousness is assessed against the criteria in section 12.1.3. This defines whether the event is an adverse event, serious adverse event or a serious adverse reaction.
12.4.2 Assessment of causality

Definitely:
A causal relationship is clinically/biologically certain. This is therefore an Adverse Reaction.
Probable:
A causal relationship is clinically/biologically highly plausible and there is a plausible time sequence between onset of the AE and administration of the IMP and there is a reasonable response on withdrawal. This is therefore an Adverse Reaction.
Possible:
A causal relationship is clinically/biologically plausible and there is a plausible time sequence between onset of the AE and administration of the IMP. This is therefore an Adverse Reaction.
Unlikely:
A causal relationship is improbable and another documented cause of the AE is most plausible. This is therefore an Adverse Event.
Unrelated:
A causal relationship can be definitely excluded and another documented cause of the AE is most plausible. This is therefore an Adverse Event.
Unlikely & Unrelated causalities are considered NOT to be IMP related

Definitely, Probable and Possible causalities are considered to be IMP related.
A pre-existing condition must not be recorded as an AE or reported as an SAE unless the condition worsens during the trial and meets the criteria for reporting or recording in the appropriate section of the CRF.

12.4.3 Clinical assessment of severity

Mild:
The participant is aware of the event or symptom, but the event or symptom is easily tolerated

Moderate:
The participant experiences sufficient discomfort to interfere with or reduce their usual level of activity.
Severe:
Significant impairment of functioning; the participant is unable to carry out usual activities and / or the participant’s life is at risk from the event.

For Oncology Trials – you may replace this with the NCI CTCAE criteria for reporting severity (Grade 1-5).  The following wording may be used:
All events should be graded for severity according to the NCI-CTCAE Toxicity Criteria (Version#. ##).  CTCAE v#. ## can be downloaded from the following URL:

Include web link here.

12.5 Management of Safety Data

Within this trial, the following safety events will be recorded/reported as listed in the table below:

	
	Recording in medical notes and CRF
	Reporting to the central trial team
	Reporting to the Sponsor
	Justification

	Adverse Events
	
	
	
	The IMP is licensed for use in this patient population and therefore we will not be recording AEs in the trial.

	Adverse Reactions
	
	
	
	The IMP is licensed for use in this patient population and therefore we will not be recording ARs in the trial.

	AESI
	Y
	Y
	N
	Delete row if AESI are not being collected in the trial

	SAE
	
	
	
	

	SAR
	Y
	Y
	Y
	

	SUSAR
	Y
	Y
	Y
	

	Pregnancy 
	Y
	Y
	Y
	

	Death
	Y
	Y
	Y
	Even if it is a trial endpoint, expedited reporting will be required in certain circumstances.

	Overdose
	Y
	Y
	Y
	


Complete this table using Y/N.  Where there is no intention to record or report a certain type of event, include a justification. 
12.5.1 Death reporting requirements
Include here the relevant statements regarding expedited reporting of deaths

· “All deaths will be reported to the sponsor irrespective of whether the death is related to disease progression, the IMP, or an unrelated event”. This statement should be used for Phase I/First Time In Man (FTIM) trials.

· “Only deaths that are assessed to be caused by the IMP will be reported to the sponsor. This report will be immediate”.

· “All deaths, including deaths deemed unrelated to the IMP, if they occur earlier than expected will be reported to the sponsor”.

12.5.2 Overdose reporting requirements

Include here expedited reporting of overdose:

· The definition of an overdose

· How to record and notify overdoses to the sponsor (this information should be placed on the deviation log)

· Where can overdoses be observed from (pill counts, diary cards, drug charts or patient comment)

· How will it affect final analysis e.g. will patients be withdrawn from the trial? (Consider what will constitute an overdose that warrants trial discontinuation)

· If an SAE is associated with the overdose ensure the overdose if fully described in the SAE report form

12.6 Safety Event Reporting Process
This section is to explain in detail how AEs are recorded and reported in this trial.  It needs to define the flow of information from the PI to CI/central team to the Sponsor. For example:

Each Principal Investigator must report SAE/SAR/SUSAR to the Chief Investigator via the central trial team using the trial specific SAE/SAR/SUSAR form within 24 hours of their awareness of the event.   The PI is responsible for ensuring the causality assessments for all reportable events are completed and reported as soon as possible. Until causality is confirmed the event will be treated as ‘related’ and timelines for reporting applied as appropriate.  
The CI is responsible for ensuring the expectedness assessments of all reportable safety events is completed and the onward notification to the Sponsor immediately but not more than 24 hours of first notification. 
The completed SAE/SAR/SUSAR form should be emailed. Details of where to report the SAEs can be found on the ‘trial name’ SAE form cover page/guidance page and the front cover of the protocol.  

The CI is also responsible for prompt reporting of all serious safety event findings to the competent authority (e.g. MHRA) if they could:

· adversely affect the health of participants  
· impact on the conduct of the trial 
· alter the risk to benefit ratio of the trial

· alter the competent authority’s authorisation to continue the trial

If applicable, you should update the wording above to include reporting to the IMP manufacturer or any other party if this is a requirement of the supply agreement.

12.7 Reporting of Suspected Unexpected Serious Adverse Reactions (SUSARs)
All SUSARs are subject to expedited reporting. Please see section 12.2 for the Reference Safety Information to be used in this trial.
Details for unblinding for safety reporting (where applicable) are detailed in section 9.5.3.
12.7.1 Who should report and to whom?
The Sponsor delegates the responsibility of notification of SUSARs to the CI. The CI is responsible for ensuring that all the relevant safety information previously described is reported to the: 
· Sponsor 
· Competent authority for the trial (report submission performed by the CCTU PV Team)
· All Principal Investigators participating in the trial

· IMP manufacturer details if this is part of the IMP supply/funding contract

· Any other international Sponsor for the trial (for their onward reporting to their Competent Authorities/Ethics Boards)

·  Any other party as contractually obligated for example the funder
12.7.2 Regulatory Reporting Timelines
	SUSAR Type
	Initial Report
	All SUSAR Follow-Up Information

	Fatal or Life Threatening
	Immediately but no later than 7 calendar days
	Immediately but no later than 8 calendar days

	Non-Fatal and Non-Life Threatening
	Immediately but no later than 15 calendar days
	Immediately but no later than 7 calendar days


12.7.3  Follow-up reports of SUSARs

In case of incomplete information at the time of initial reporting, all the appropriate information for an adequate analysis of causality should be actively sought from the reporter or other available sources. Further available relevant and significant safety information should be reported as follow-up reports.
In certain cases, it may be appropriate to conduct follow-up of the long-term outcome of a particular reaction.

12.8 nIMP Safety Reporting

Safety reporting (referring to all adverse reactions) with regard to authorised nIMPs should be made in accordance with post-marketing requirements for that non-IMP, irrespective if they are used in accordance with the terms of the marketing authorisations of these products. Any suspected SAR related to a nIMP must be reported by the PI or delegate to the MHRA via the yellow card scheme: https://yellowcard.mhra.gov.uk/
Safety of non-authorised nIMPs (that should be used only exceptionally in clinical trials) should be reported in the same way as IMPs. Accordingly, SARs related to non-authorised nIMPs should all be considered as SUSARs and should be reported to the licensing authority. If any adverse reaction associated with the nIMP is likely to affect the safety of the trial participants, the sponsor will take any appropriate actions, including an urgent safety measure, as applicable.

12.9 Pregnancy Reporting

Information should be provided here to give details of how long after the trial has closed or last dose provided, pregnancies should be reported.  For example, if you have a 10 year survival follow-up period on your trial, you would not necessarily want to receive pregnancy notifications 6 years after the participant completed the active phase of the trial.  You may want to specify that pregnancy reporting would stop 6 months after the participant’s last dose of IMP for example.

All pregnancies within the trial (either the trial participant or the participant’s partner) should be reported to the CI and the Sponsor using the relevant Pregnancy Reporting Form within 24 hours of notification.
Pregnancy is not considered an AE unless a negative or consequential outcome is recorded for the mother or child/fetus.  If the outcome meets the serious criteria, this would be considered an SAE.
Include whether pregnancies need to be reported to IMP manufacturer if it is a requirement of the supply agreement.   
12.10 Reporting Urgent Safety Measures

In the event that an urgent safety measure is required, the PI or delegate must notify the CI and Sponsor immediately with the following information:
· Safety issue identified

· Action taken & justification

· Information on the participant(s) affected

The CI is responsible for onward notification to the MHRA in accordance with CCTU/SOP019 – Urgent Safety Measures for CTIMPs
13 Toxicity – Emergency Procedures
Remove if not applicable. Procedures in the event of toxicity reactions if applicable. For example if it is possible to reduce the dosage of IMP (cross reference with section 10.2.1.7) or if any rescue medication may need to be administered.
14 Evaluation of Results 
(Definitions and response/evaluation of outcome measures/endpoints)

Assessment of efficacy etc. Methods and timings for assessing, recording and analysing efficacy parameters.  This should be linked to the outcomes.
14.1 Response criteria

Define here the values/scores that will determine success of failure and how they will be assessed if appropriate. For example:
14.1.1 Survival

Add here if required e.g.: These will be measured from the date of randomisation and will be reported for all deaths due to all causes. The cause of death is to be recorded in all instances. 

14.1.2 Quality of life

Add here if required or amend headings accordingly
15 Storage and Analysis of Samples

For trials with multiple samples/types of samples we advise splitting information into sections for clarity. This should be in terms of outcome measures/endpoints e.g. primary, secondary, exploratory, safety, eligibility etc. If not covered elsewhere in the protocol, this section should cover: the sample type(s), arrangements for sample collection, storage and analysis of biological samples including whether any samples will be held in long-term storage, whether they will be sent to a central facility for testing/analysis and whether they will be destroyed once analysed (see section 25). If samples are to be stored in specialist fridges or freezers for example a -80oc freezer, it is beneficial to specify that samples will be stored at -80oc +/- in a -80oc freezer, rather than to state that samples will be stored at -80oc.  This will avoid numerous notifications of temperature deviations, when not really required.
If samples are also being collected for future research, this should be detailed with clear responsibilities for the storage and access of the samples.  You should also list whether they will be held in a central facility and whether other researchers outside of this trial will have access to these samples.  It is important to state whether the samples will be de-identified and their level of de-identification (linked de-identified or fully de-identified).
Where central laboratories are to be used to perform data testing/analysis consideration should be given as to how the data will be generated in the laboratory, stored locally, transferred to the coordination team/statistician for inclusion in the final data analysis set. Will the data be uploaded directly to the trial database, or will the data be managed separately to the main trial database? Data integrity/traceability and auditability should be maintained throughout each stage of the data transfer process. 
For multi-centre trials a lab manual is expected in trial where samples are collected and processed. Refer to the lab manual in relevant sections, as appropriate
In cases of participant withdrawal from the trial, any data or samples already collected or results from tests already performed will continue to be used in the trial analysis unless explicitly requested by the participant for destruction.

16 Statistics

16.1 Statistical Methods 

The trial statistician will help to complete this section.

This section should provide an overview of how the primary outcome measure/endpoint will be analysed and what explicit hypotheses are to be considered. There should be a clear link to sections 8.4 and 8.6. 
There should be consideration of the Estimands framework to make clear what question is to be addressed https://doi.org/10.1136/bmj-2023-076316 
An overview of further summary statistics for the secondary and exploratory variables should be presented.

Any subgroup analyses that are desired should be stated here to avoid the addition of undocumented ad hoc analyses at a later stage, which are of a low scientific credibility. 

State that a detailed statistical analysis plan will be produced before the final database lock or before any interim analysis is performed (as appropriate). 
Analysing trials with participation changes: The statistical planning and analysis should be done in the knowledge that trial participation may stop, reduce or change. When participation changes mean that not all the trial data has been collected as planned, researchers should analyse the trial in ways that give the best chance that the trial will still have reliable results. See Persevere guidance (link available at the front of the Protocol)
Any deviation from the approved SAP will be fully described in the clinical trial reports.
16.2 Interim Analyses

Include details of the timing of such analyses. What rules are in place to determine what actions are taken from an interim: e.g. stopping rules, sample size adjustments, stopping recruitment in certain sub-groups? What is the scope of any future adaptations to the trial? 

16.3  Participant Numbers 
The reasons for the choice of sample size, including reflections on the power of the trial and clinical justification. [This section will be copied and used in IRAS applications forms, which state “How was the sample size decided upon?” 

Formal sample size calculations typically require the following values with justification

· Treatment Effect or Alternative Hypothesis: is this the smallest size of effect that would be of clinical interest, how is this justified

· Null Hypothesis: A clear statement of the hypothesis, in terms of numerical values, of the treatment being ineffective. For example: an absolute difference in response rates between arms of zero 

· Significance level: what risk is acceptable of concluding the treatment is effective, when in reality the treatment is ineffective?
· The level of significance to be used or the threshold for success on the posterior probability  in a Bayesian design
· Power: what risk is acceptable of concluding the treatment is not effect, when in reality the treatment is effective (as specified by the “Treatment Effect” above)

· Standard deviation of the primary outcome measure/endpoint: if previous trials or literature is used to estimate this parameter, or any other parameters relevant to the design (e.g. dropout rate, median survival rate, response rate), provide references 

If key parameters are genuinely unknown, but interim analyses or preparatory trials are not practical, then it may be appropriate to present a selection of power calculations across different values for the unknown parameters. 

For trials that are not confirmatory in nature, a formal sample calculation may not be required. However, justification is still required as to why the trial will provide sufficient accuracy to enable reliable decisions to be taken following the trial. This can be achieved by presenting the predicted confidence intervals under a set of plausible assumptions. Also it may be acceptable to raise the significance level for a phase II trial assessing efficacy: explicitly stating this is advised. Repeating the design of a preceding trial is not acceptable justification alone.
16.4 Criteria for the Premature Termination of the Trial

This section should generally be used sparingly. Once criteria are stated in the protocol it is difficult to change. 

16.5 Procedure to Account for Missing or Spurious Data and Intercurrent Events
Procedure for reporting deviations from original statistical plan

Selection of participants to be included in the analyses (e.g. all randomised participants, all dosed participants, all eligible participants, evaluable participants).
Identify any inter-current events that are anticipated to occur, along with a strategy as per the Estimands framework https://doi.org/10.1136/bmj-2023-076316  to handle them.
16.6 Economic Evaluation

If not applicable, delete this section
If economic evaluation is to be undertaken this section should include the rationale for inclusion of the economic investigation and means of assessment. 
This section should be written by the health economist.
16.7 Definition of the End of the Trial 
The competent authority and Ethics Committee must be notified of the end of a clinical trial within 90 days of its completion. The definition of the end of the trial must be provided in the protocol. Any change to this definition for whatever reason must be notified as a substantial amendment. In most cases, the end of the trial will be the date of the last visit of the last participant undergoing the trial. Any exceptions to this should be justified in the protocol. Consider the requirements for other participating countries.
The end of trial will be the date of the last participant’s last visit. 

Or

The end of the trial will be [enter timeframe (e.g.12 months after the last participant’s last visit) and justification (e.g. which will allow sufficient time for the translational outcome measures/endpoints to be investigated and the data cleaned for primary analyses and reports)]. 
17 Data Handling and Record Keeping
All records for the trial (CRF, source data, ISF documentation) must be retained in accordance with the applicable regulatory requirements.
17.1 CRF

All data will be transferred into a Case Report Form (CRF) which will be de-identified.  All trial data in the CRF must be extracted from and be consistent with the relevant source documents. 
The CRFs must be completed, dated and signed/authorised by the investigator or designee in a timely manner. It remains the responsibility of the investigator for the timing, completeness, legibility and accuracy of the CRF pages. The CRF will be accessible to trial Coordinators, Data Managers, the Investigators, Clinical Trial Monitors, Auditors and Inspectors as required.

For multi-centre trials with a central data entry function (delete if not applicable):

Completed originals of paper CRFs should be emailed to the trial coordination centre (detail here) within (timeframe here) of the pages being completed.

The investigator will retain a copy of each completed CRF page at site. The investigator will also supply the trial coordination centre with any required, de-identified background information from the medical records as required.

The investigators must ensure that the CRFs and other trial related documentation is sent to the trial coordination centre containing no participant identifiable data.

For multi-centre trials with participating site data entry function:

Completed CRF data should be entered into the database within (timeframe here) of the pages being completed/or participant visit being completed.

Add brief details if eCRFs will be use for the trial. Consider the following points: do visits (e.g. consent/eligibility/End of trial participation) require electronic clinician and/or PI sign off and what the timeframe is for this? What would be the process to amend the data if necessary at sites, how will data queries/clarification be completed using eCRF system?
Refer to the CRF completion guidelines e.g. Trial Procedures Manual/CRF manual particularly if specific details are not known at the time of writing the protocol. 

17.2 Source Data

For the purposes of this trial, the following documentation may be considered as source data:
Provide a list of source data/documents here, including items like: medical records, signed Informed Consent Forms, on-line test results (especially if only held electronically), sample logs etc. 
Defining source is incredibly important because where this is conflict between two documents, this listing confirms which set of data will be considered ‘source’ and therefore correct. 
It is imperative that, if you plan to use any sections of the CRF or any other document which would not routinely be used for source data (and would routinely be considered as a data collection tool) this MUST be included here.  
It is not acceptable to use sections of the CRF etc as source unless you have fully outlined this in the protocol – it WILL be an Audit/Inspection finding. 
Every participating site is required to complete a Source Data Identification document prior to trial activation.  This will clearly identify at a site level, which documentation and data locations will be designated as local source records for the purposes of monitoring, Audit and Inspection.

17.3 Data Protection & Participant Confidentiality
All investigators and trial site staff involved in this trial must comply with the requirements of the Data Protection Act 2018 and local Policy with regards to the collection, storage, processing, transfer and disclosure of personal information and will uphold the Act’s core principles.

It is important to include any specific measures you will be taking to maintain participant confidentiality over and above the DPA 2018, especially if the trial is taking place in other countries where the DPA isn’t applicable. This can include only sharing linked de-identified data and a statement to the effect that the PI at each site must ensure that only de-identified data is received by the trial team. This can also be covered in section 24.1.5.
Consider computer systems/technology used for collecting and/or storing data and ensure risks associated with data integrity are identified and mitigated. E.g. servers used to store PID, registries providing real world data for use in the trial (e.g. requirement of contract clauses ensuring trial teams are notified in advance of any updates/changes to hardware/software, providing confidence data integrity will be maintained over the whole life span of the trial). 
Also, consider data transfer between parties, including transfer of safety data which might be considered identifiable.
18 Data Monitoring Committee/Trial Steering Committee

Consider whether your trial needs one or both of these committees.  For example, a Notification trial does not need a Data Monitoring Committee – data completion rates can be overseen by the TSC and safety data isn’t a concern in a low risk drug trial.

The HRA expects that TSC has a majority independent representation, including the

Chair and that the DMC  representation is truly independent from trial/institution influence for all members.

Give brief details of the committees, their remit, when review of data will take place (time points or enrolment points) and what data they will review. Also detail the feedback process and whether they will have any input in the early termination of the trial for safety reasons. Full details will be required in DMC and TCS charters which are to be signed by all the members.
The requirements for a DMC are significantly increased from those of a TSC or TMG, for example they should be independent from the trial team and be able to make recommendations for changes to the trial or even determine if the trial should be prematurely terminated – corresponding directly with the Sponsor in these cases. They will need to have a formalised charter which sets out their responsibilities, timelines and will have to be signed by every member of the DMC confirming their acceptance.  This all needs to be in place before the trial can be initiated.  

Your trial funding body may specify whether a DMC is required. Alternatively, it may be determined in the interest of the trial to have a DMC for participant safety reasons etc as part of the trial Risk Assessment process. The MHRA strongly recommend the use of a DMC in all blinded trials for the review of safety information in the event of a SUSAR to maintain trial team blinding.

19 Ethical and Regulatory Compliance
19.1 MHRA, REC and HRA Approval
Before the start of the trial or implementation of any amendment we will obtain approval for the trial and associated trial documentation from the MHRA, REC and HRA as applicable.  All correspondence with the regulators will be retained in the Trial Master File.
Development Safety Update Reports (DSURs) will be submitted to the MHRA in accordance with national requirements. It is the Chief Investigators responsibility to produce the annual reports as required.

Reporting requirements for other participating countries will need to be considered here and the wording amended accordingly. The CCTU CTO will be able to assist you with this wording.
19.2 Trial Modifications
All modifications must be reviewed and agreement received from the Sponsor prior to submission to the HRA, REC and/or MHRA as appropriate. Amend wording to reflect submission in other participating countries as necessary. 
The only circumstance in which a modification may be initiated prior to HRA, REC and/or MHRA approval is where the change is necessary to eliminate apparent, immediate risks to the participants (Urgent Safety Measures).  In this case, recruitment/enrolment of new participants will be halted until the HRA, REC and/or MHRA approval has been obtained.  Amend wording to reflect submission in other participating countries as necessary.

You should detail here, what you would do the event of an Urgent Safety Measure in order to notify each participating site/investigator and the timelines for doing this.  For example, will you telephone, email and/or add details to your trial specific website (staff section only).

19.3 Peer Review

Provide details on who has reviewed this trial protocol – this may be funder specific or involve an internal Trust department/committee The person/group peer reviewing the protocol needs to be approved by the Sponsor in advance, so please check with the CCTU CTO before arranging this.
Please note that review as part of a large programme grant does not constitute sufficient peer review of the protocol and an additional peer review would be required.
19.4 Patient & Public Involvement

This section should detail which aspects of the trial processes patients and the public have and will be involved in, from the trial design, management of the trial – eg TSC member, analysing the results (if applicable) and the dissemination of findings.
Guidance on involving patients and the public in research can be found on the INVOLVE website. http://www.invo.org.uk/
19.5 Declaration of Helsinki and Good Clinical Practice

The trial will be performed in accordance with the spirit and the letter of the Declaration of Helsinki, the principles of Good Clinical Practice (GCP), the protocol and applicable local regulatory requirements and laws.
19.6 GCP Training

All trial staff must hold evidence of appropriate GCP training or undergo GCP training prior to undertaking any responsibilities on this trial. This training should be updated in accordance with your Trust’s GCP Training policy. 

20 Sponsorship, Financial and Insurance 

The trial is sponsored by Cambridge University Hospitals NHS Foundation Trust (and University of Cambridge).  The trial will be funded by......Add details of funding bodies, or other trial contributors, including IMP or other support functions.
Cambridge University Hospitals NHS Foundation Trust as a member of the NHS Clinical Negligence Scheme for Trusts, will accept full financial liability for harm caused to participants in the clinical trial caused through the negligence of its employees and honorary contract holders. There are no specific arrangements for compensation should a participant be harmed through participation in the trial, but no-one has acted negligently. 

For jointly sponsored trials include:
The University of Cambridge will arrange insurance for negligent harm caused as a result of protocol design and for non-negligent harm arising through participation in the clinical trial.

It would be useful for multi-centre trials to confirm if participant expenses or participation payments are to be covered. Actual details of costs would be included in the PSA for each site and would not need to be detailed here, however if you were to reimburse the participant or sites centrally you would need to specify the procedures for doing this.

21  Risk Management, Monitoring, Audit and Inspection
21.1 Risk Management

Critical to Quality Factors (CtQFs) will be identified for the trial during the protocol design phase and will be reviewed throughout the course of the trial as appropriate.  A trial specific Sponsors risk assessment and associated mitigation actions will be generated prior to commencement of the trial and will be reviewed at regular and triggered timepoints throughout the trial life-cycle (e.g. when an amendment is made to the trial).  The risk assessment will be based upon the identified CtQF’s for the trial.  The CtQF’s and Risk Assessment will be documented in accordance with Sponsor SOPs. 
21.2 Audit and Inspection

The investigator must make all trial documentation and related records including source data available should an MHRA Inspection or Sponsor Audit be scheduled. All participant data will be handled and treated confidentially. The Sponsor will communicate any inspection/audit requirements to the trial team in a timely manner including any requests for documentation and data in advance of the inspection/audit.
21.3 Monitoring 

The purpose of risk-based monitoring is to verify that: the rights and well-being of the participants are protected; and that the reported data are accurate, complete and verifiable from the source documentation, using proportionate methods and targeted review.   The investigator must make all requested trial documentation and related records including source data available for the monitoring visit.
The Sponsor’s monitoring activity will be determined by trial-specific risk assessment. A detailed Sponsor monitoring plan will be generated detailing the frequency, scope and method of the monitoring for the trial, based upon the risks identified.  Primary outcome measures (endpoints) and key safety datapoints will be prioritised for review during monitoring activities.  
Monitoring of participating sites will occur in line with the trial-specific monitoring plan. This will involve both routine remote monitoring via completed forms & video conferencing and on-site monitoring as triggered.  
All participating sites are required to facilitate monitoring activities in a timely manner and provide access/copies of relevant documentation to the Sponsor monitor as required, in order for monitoring activities to be undertaken and completed.  This includes initial monitoring activities and follow-up of monitoring findings to suitable resolution.
22 Vendors/Contractors

The vendor selection process should begin prior to Trial submission. Internal CCTU processes for the selection and use of vendors (SOP045, and TPL084 where necessary) must be followed to ensure The Sponsor has oversight of and is involved in the identification and negotiations to contract an appropriate vendor(s). This will also include the use of laboratories for the trial (see SOP071 and GD053).
For each of the sub sections, list all the various types of providers the Sponsor will delegate functions to for the trial, e.g. IMP manufacture and distribution, laboratory sample analysis, statistics, emergency unblinding, database provider, randomisation provider. 

22.1 External Vendor/Contractors

Identify trial functions that are outsourced to an external vendor(s)/contractor(s) and provide details including the activities being performed. Do not include participating sites.
22.2 Central Facilities

Identify central facilities and provide details including the activities being performed.
23 Publications Policy

Ownership of the data arising from this trial resides with the trial team. On completion of the trial the data will be analysed and tabulated and a Final Trial Report prepared.
Any reported serious breaches will be detailed in all publications in line with regulatory requirements.

Serious breaches need to be detailed in all trial publications, including end of trial reports and any subsequent peer reviewed publications, in line with MHRA regulatory requirements.  

The Sponsor should review any publications prior to submission.
Also include whether any of the participating investigators will have rights to publish any of the trial data and if there are any time limits or review requirements on the publications.
You should also include whether any funding or supporting body needs to be acknowledged within the publications and whether they have review and publication rights of the data from the trial, including their timelines for doing so.  This is especially important if it forms part of a legally binding funding award or agreement with a third-party supplier.
It is highly recommended that the Consort Guidelines and checklist are reviewed prior to generating any publications for the trial to ensure they meet the standards required for submission to high quality peer reviewed journals etc. http://www.consort-statement.org/ 
Include here if any data from the trial will form part of a PhD project and therefore be reported at a different time to the main trial reports and publications.
24 Data Transparency

24.1 Informing Participants of the Results of the Trial 
The Protocol should detail how you will disseminate results to participants (either by provision of the publication, or via a specifically designed newsletter etc). This should also be detailed briefly in the Participant Information Sheet. Describe when and how this information will be provided to participants including those who stopped participating early. This information will also be required to be included in the Final Report form submitted online to the REC. The REC expect that all participants are provided with trial results following their participation so if there are no plans for this it needs to be fully justified.  
25 Data, Sample & Image Sharing

25.1 Data Sharing

Describe how you will enable data sharing with others, and what appropriate safeguards will be in place. Ensure that data sharing/open access requirements from the funder have been considered when completing this section.  Different funders have different requirements which can limit how data is shared at the end of the trial.
25.2 Sharing Tissue Samples 
Describe how you will enable sharing of tissue samples with others, and what appropriate safeguards will be in place. 
Data and tissue sample sharing with other interested groups and communities maximises and respects the contribution of participants and enables and supports further research. How research data and tissue samples are shared now forms part of the REC’s end of trial Final Report completed online. For trials where data or tissue has not been shared, the form will require you to explain why.
25.3 Sharing Scan Images

Describe how you will enable sharing of scan images with others, and what appropriate safeguards will be in place, including partial or full anonymisation. 
26 Archiving 
As per current regulations, once the trial has come to an end and the analysis has been reported to the regulatory authorities, essential trial documentation as part of the TMF will be archived in keeping with The Sponsor’s policy and applicable regulations for a period of 25 years. 
All trial-related documentation and data as part of the ISF (including site-level pharmacy file) will be archived in accordance with participating site's standard operating procedures and the Sponsor's timelines. These procedures state suitable locations to be specified at the time of archiving with limited access to named members of the research team only.
Details should be included here about whether and how electronic data and files will be archived.

27 References

List the literature and data that are relevant to the trial, and that provide background for the trial. Please ensure the text contains appropriate cross references to this list.
28 Safety Reporting Flow Chart
A one-page safety reporting flow chart should be generated for all trials to confirm the flow and timelines for reporting of relevant safety information between sites, regulatory agencies, The Sponsor and the coordinating site.  It is important to ensure that the flow chart depicts that updates (follow-up reports) to the reported SAE/SAR/SUSAR sent to the Sponsor (CCTU PV) are also reflected in the trial database.  This is often overlooked and the reported trial data doesn’t accurately reflect the final data held by the Sponsor (CCTU PV). 
It is entirely possible that this page will be detached from the protocol and used by trial teams as a guide to the safety reporting requirements for the trial, so please try to make this as clear, yet detailed as possible.
29 Appendix 1 – Non-Compliance Table

This table is not an exhaustive list of all trial non-compliances but should be used as guidance for deciding the categorisation of certain non-compliances. If you are unsure how to categorise a non-compliance, please liaise with the Trial Coordinator.  

For comparative purposes, Type 1 NC is equivalent to a minor non-compliance and Type 2 NC is equivalent to a major non-compliance.

This table is expected for every trial, with each category giving consideration to the specific practicalities of trial conduct, the required dataset for analysis and overarching participant safety.  A single missed IMP dose in a small PK trial would be an automatic Type 2, but would be irrelevant in a large-scale Intention To Treat (ITT) trial.  In an ITT trial over 10 missed doses may be a Type 1 and over 30 may be a Type 2.  Therefore, it is critical that this table reflects the specific trial to ensure trial teams are not overburdened with NC reporting for non-issues.
This table can either be included in the protocol or be moved into the Trial Procedures Manual (recommended).  It is anticipated that this table will be updated throughout the course of the trial as non-compliance trends are identified/clarified.  

	Non-Compliance category
	Subcategory
	Type 2 NC example
	Type 1 NC example

	Informed Consent

Note: some administrative errors can be corrected and should not be listed as a PD e.g.:

· Incorrect line signed by participant

· Participant and/or investigator/delegate did not add their initials on all pages as required per local regulations
	Trial activities initiated before informed consent signed
	· Trial-related activities performed before obtaining informed consent 
	

	
	Incorrect informed consent process
	· Wrong version of informed consent signed: Informed consent signed using an obsolete or non-approved participant information sheet
· Missing/late re-consent of informed consent for essential informed consent updates e.g., safety information or inclusion of new assessments

· Incorrect informed consent procedure for example informed consent not performed by qualified and/or delegated site staff
	· Incorrect consent date/missing initials/time if subsequently GCP corrected 

· Missing/late re-consent of informed consent for administrative changes that do not affect participant safety/rights

	
	Other deviations to informed consent
	
	

	Inclusion/exclusion and Withdrawal  criteria
	Eligibility criteria violated
	· Participant violated an inclusion/exclusion, but was randomised and allocated to treatment

· Missing eligibility source data e.g. pregnancy test
	· Assessment out of window (minor timeline deviation) 

	
	Withdrawal criteria violated
	· Participant met a withdrawal criterion but was not withdrawn from the trial
	

	
	Other deviations from eligibility process
	
	

	Treatment administration
	Dispensing/administration of incorrect kit number (blinded trial)
	· Participant was dispensed and/or administered trial product with an incorrect kit number
	

	
	Trial product expired/not fit for use
	· Participant was dispensed/administered expired trial product

· Participant was dispensed/administered trial product that was evaluated as not fit for use or which cannot yet be evaluated as fit or unfit for use
	· Participant was dispensed/administered trial product that had been kept outside of the allowed temperature range, but was later evaluated as fit for use

	
	Trial product handling
	· Incorrect IMP delivery method or dose

· IMP infused over period shorter than specified in protocol

· Repeat instances at a participating site of not returning used medications cartons to pharmacy for reconciliation
	· Used medication carton not returned to pharmacy for reconciliation

	
	Other deviations to intervention/treatment administration
	· Unintentional unblinding of participant or blinded staff
	

	Trial procedures/assessments
	Primary endpoints
	· Consider what the key assessments are for your Primay Endpoint and what is permitted within your trial – eg how many, if any, can be missed before the data is rendered unusable for that participant
	· Are any Primary Endpoint assessments still usable out of window (minor timeline deviations only)

	
	Secondary endpoints
	· As above
	· As above

	
	Other assessments
	· Missed safety assessment – specify what these are here
· Systematic missed assessments
	· Assessment out of window (minor timeline deviation) 

	
	Documentation and source data
	· Missing source data which are extensive or which concern diagnosis, primary efficacy assessments and important safety information

· Source data went missing after data was entered into eCRF
	

	
	Delegation and training
	· Trial task performed by site staff who were delegated responsibility but not qualified to perform the task
	· Deviations related to training or delegation of a task not affecting data integrity and/or participant safety

· Trial task performed by site staff who were not delegated the responsibility to do so (but where correction is done)

	
	Other deviations to trial procedures
	
	

	Participant contact schedule
	Contact schedule out of window
	· Consider missed visits, calls  and follow-ups.  How ‘out of window’ are the visits able to be before they are deemed missed?a       

· Also consider systematic missed contacts.  Whilst individually it may not be a problem to have missed contact, if it is happening for a lot of participants, this becomes a more significant issue that requires a CAPA.
	· Consider missed visits, calls  and follow-ups.  How ‘out of window’ are the visits able to be before they are deemed to be a type 2

	AE and other safety procedures
	SAE/SAR/SUSAR
	· Systematic missing or late initial reporting of SAE/SAR 

· Missed or late reporting deadline for SUSAR
	· Single late reporting of initial SAE 

· Single late follow-up information for a SUSAR

	
	Safety procedures related to adverse events
	· Reporting of pregnancy and/or pregnancy outcome not done
	

	
	Technical complaint reporting
	· IMP quality queries/concerns requiring IMP return
	

	
	Other deviations to AE and other safety procedures
	
	

	Privacy and data protection
	Fraud/misconduct
	· Any fraud or misconduct
	

	
	Participant privacy/data protection
	· Unintentional unblinding (not related to treatment administration)

· Randomisation code broken for reasons other than safety

· Systematic Patient confidentiality broken (major incident affecting multiple patients/episodes)

· Personal data shared with suppliers without being de-identified unless permitted under ICF.
	· Patient confidentiality broken (minor incident e.g. transfer of PID to PV during safety reporting)



	
	Other deviations to privacy/data protection
	
	

	Other, trial specific category, as needed
	
	
	


Instructions:


Instructional text – requires you to complete the information.  Prior to finalising the protocol, ensure all text is black.





Optional text – requires you to choose one of the options and delete the other as applicable to your trial, prior to finalising the protocol, ensure all text is black.





Standard wording – not to be removed or changed without prior consultation with the Cambridge Clinical Trials Unit





This template is compliant with SPIRIT 2013 and the HRA recommendations and incorporates the principles of the COMET initiative.





Please add sections for Translational research as necessary.  





Unless specified, section headings should not be removed or re-ordered, although additional headings can be added for any trial requirements not covered by the template.
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