Guidance Notes for Protocol Template

Delete this page on finalisation of the protocol

This template has regard for the March 2026 CTIMP protocol template produced by the HRA.  
· Text formatted in black denotes standard text to be included in the protocol. This should be expanded as necessary.
· Text formatted in blue denotes guidance. 
· Text formatted in red denotes text that should be entered/amended/selected as relevant to the trial protocol. 
All blue / red text should be removed when the protocol is finalised.
The contents of the protocol should be adapted per trial requirements. Sections of the protocol template that are not relevant for a particular trial and are not a Good Clinical Practice (GCP) requirement (refer to Refer to ICH GCP E6 (R3) Appendix Bn protocol content (ICH_E6(R3)_Step4_FinalGuideline_2025_0106.pdf), may be deleted. Additional sections may be added as necessary. 
Avoid adding appendices such as questionnaires, participants facing material and case report forms to the protocol as these may need to be modified separately.
Version control:
· All draft versions should be numbered 0.1, 0.2 etc.
· The final version for submission should be numbered 1.0.
· The changes made relative to the previous protocol version should be listed after submission.
· Post approval, any changes to the document should be clearly listed with new version control and a summary of changes. See Appendix 6.
Quality by Design (QbD) & Critical to Quality Factors (CtQF):
QbD in clinical research sets out to ensure that the quality of a study is driven proactively by designing quality into the study protocol and processes. The approach should involve the identification and review of CTQFs at the time of design and planning of the study, and throughout its conduct, analysis, and reporting.
The CTQFs identified should ensure the protection of the rights, safety, and wellbeing of participants and the generation of reliable and meaningful results. The management of risks to the CTQFs should involve a risk-proportionate approach. 
Consider what the CTQFs are for your trial during the protocol development stage and consider risks these CTQF and how these risks will be mitigated.
Refer to:
1.  ICH E8 for further information: E8-R1_Guideline_Step4_2021_1006.pdf 
1. Clinical trials for medicines: guidance on quality and risk proportionality - GOV.UK



	
Trial Title: 
	· For intervention or exposure studies a structured title should contain:
· Information on participants.
· Intervention (exposure).
· Comparison groups.
· Outcomes (at least primary objective or outcome).
· Phase.
· Trial design eg parallel group randomised trial.
· Conceptual framework eg superiority, non-inferiority.
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The undersigned confirm that the following protocol has been agreed and accepted and that the Chief Investigator agrees 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 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.
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.

	For and on behalf of the Trial Sponsor:

	Signature: 
..............................................................................................
	
	Date: ....../....../......

	Name (please print):
..............................................................................................
	
	

	Position: ..............................................................................................
	
	


	Chief Investigator:

	Signature: ..............................................................................................
	
	Date: ....../....../......

	Name: (please print):
..............................................................................................	
	
	

	
(Optional) Statistician: 
	
	

	Signature: ..............................................................................................
	
	

	Name: (please print):
..............................................................................................	

	
	

	Position: ..............................................................................................	
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KEY TRIAL CONTACTS
	Chief Investigator
	Office address, phone, email 

	Trial Co-ordinator/Manager
	Office address, phone, email 

	Sponsor representative
	 Ann-Marie Murtagh 
King’s Health Partners Clinical Trials Office, Floor 16, Tower Wing, Guy’s Hospital, Great Maze Pond, London, SE1 9RT 
Tel: 020 7188 5732
QM.khpcto@kcl.ac.uk 

	Joint-sponsor(s)/co-sponsor(s) 
	Office address, phone, email of ALL organisations assuming sponsorship responsibilities as a joint- or co-sponsor/s (If applicable)

	Funder(s)
	Names and contact details of ALL organisations providing funding and/or support in kind for this trial (add rows if more than one supporting org). NB more detail about funders/ supporters in section iv below).



	Clinical Trials Unit
	Office address, phone, email (If applicable)

	Key Protocol Contributors
	Office address, phone, email (If applicable) For example: imaging lead, pathology lead.  
 


	Statistician
	Office address, phone, email 

	Add other key trial contacts as applicable
	Office address, phone, email
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Edit list according to the abbreviations used in the final protocol
AE	Adverse Event
AR	Adverse Reaction
ARSAC 	Administration of Radioactive Substances Advisory Committee
ATIMP	Advanced Therapy Investigational Medicinal Product
CA	Competent Authority
CI	Chief Investigator
CRF	Case Report Form
CRO	Contract Research Organisation
CTA	Clinical Trial Authorisation
CTCAE	Common Terminology Criteria for Adverse Events
CTIMP 	Clinical Trial of Investigational Medicinal Product	
CTU	Clinical Trials Unit	
CV	Curriculum Vitae
DSUR	Development Safety Update Report
ECG	Electrocardiogram
EEA	European Economic Area
ePROMs	Electronic Patient Reported Outcome Measures
EU	European Union
FTIM	First Time in Man
GCP	Good Clinical Practice
GDPR		General Data Protection Regulation (i.e. UK GDPR (as defined in section 3(10) (as supplemented by section 205(4)) of the Data Protection Act 2018)); and (to the extent that it applies) the General Data Protection Regulation (EU)2016/679 (EU GDPR)
GMP	Good Manufacturing Practice 
HRA	Health Research Authority
IB	Investigator Brochure
ICF	Informed Consent Form
ICH GCP 		International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use -Good Clinical Practice	
IDMC	Independent Data Monitoring Committee
IMP	Investigational Medicinal Product
IMPD	Investigational Medicinal Product Dossier
IRAS 	Integrated Research Application System
ISF	Investigator Site File (This forms part of the TMF)
ISRCTN	International Standard Randomised Controlled Trials Number
ITT	Intention to Treat
IUD	Intra-Uterine Device
IUS	Intra-Uterine System
KHP-CTO	Kings Health Partners Clinical Trial Office
MA	Marketing Authorisation
MedDRA	Medical Dictionary for Regulatory Activities
MHRA	Medicines and Healthcare products Regulatory Agency
NHS R&D	National Health Service Research & Development  
NIMP	Non-Investigational Medicinal Product
PI	Principal Investigator
PIC	Participant Identification Centre
PIS	Participant Information Sheet
QA	Quality Assurance
QC	Quality Control
QP	Qualified Person 
RCT	Randomised Control Trial
REC	Research Ethics Committee
SAE	Serious Adverse Event
SAR	Serious Adverse Reaction
SDV	Source Data Verification
SOP	Standard Operating Procedure 
SmPC	Summary of Product Characteristics 
SSI	Site Specific Information
SUSAR	Suspected Unexpected Serious Adverse Reaction 
TMF	Trial Master File
TMG	Trial Management Group
TSC	Trial Steering Committee
WOCBP	Women of Childbearing Potential


[bookmark: _Toc240819168][bookmark: _Toc240989263]iii. TRIAL SUMMARY

The trial summary should be a maximum of two pages and be able to stand alone from the rest of the document. Ensure summary is consistent with the main body of the protocol.

	Trial title
	Full title of the trial

	Short title and acronym
	

	Study phase 
	

	Trial design
	e.g. randomised, double blind, multicentre etc

	Sponsor name & reference
	

	Funder name & reference
	

	ISRCTN/Clinicaltrials.gov no: [delete as applicable or add another row if registered in both registries]

	

	Investigational Medicinal Product(s)
	

	Formulation, Dose, Route of Administration
	

	Non-Investigational Medicinal Product
	Add details of any non-investigational medicinal product (background treatment, rescue treatment, challenge agent etc which is required in this protocol.



	Target sample size
	Divide by Country if appropriate

	Duration of recruitment 
	

	Maximum treatment duration for a participant
	

	Follow-up duration
	

	Planned trial period 
	MMYYYY- MMYYYY overall planned trial timelines.

	End of trial definition
	Also see section 16.1

	Overall aim:
	What the trial is trying to find out – one or two sentences stating primary and secondary objectives. See section for 3 for guidance


	Primary outcome measures/endpoints
	What the trial is measuring to see if the intervention has worked or reached its objective. See section for 3 for guidance


	Secondary outcome measures /endpoints
	See section for 3 for guidance


	Exploratory research
	Briefly list any exploratory research

	Key eligibility criteria
	








[bookmark: _Toc240819169][bookmark: _Toc240989264]iv	ROLE OF THE SPONSOR AND KING’S HEALTH PARTNERS CLINICAL TRIAL OFFICE (KHP-CTO):
[Sponsor names] is/are sponsoring/co-sponsoring the trial and retains overall responsibility for the initiation and management of the trial. [Sponsor names] has/have delegated the performance of some specified Sponsor functions to the King’s Health Partners Clinical Trials Office (KHP-CT) including quality assurance, regulatory submissions, monitoring, pharmacovigilance and archiving. 
[bookmark: _Toc240819170][bookmark: _Toc240989265]v	Role of the Clinical Trials Unit/Project Management Platform:
Delete section where not applicable
Include where relevant [Insert name of trials unit or project management team], on behalf of the sponsor, will be responsible for the day-to-day coordination and management of the trial.
[bookmark: _Toc240819171][bookmark: _Toc240989266]vi. TRIAL FLOW CHART

Aim: To give readers a schematic overview of the trial a flow diagram should be included.
Key information to convey includes the timing of all trial activity, starting from initial eligibility screening, each trial visit through to trial close-out and long-term follow-up; time periods during which trial interventions will be administered; and the procedures and assessments performed at each visit (with reference to specific data collection forms, if relevant)

1 [bookmark: _Toc240819172][bookmark: _Toc240989267]BACKGROUND
Aim: To place the trial in the context of available evidence.
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 and contain:-
· An up-to-date systematic review of relevant studies and available information.
· A brief description of the proposed trial.
· A description of the population to be studied.
· The investigational product(s) and their mechanism of action.
· Relevant data from preclinical/non-clinical studies
· Relevant data from previous clinical trials such as efficacy, safety, tolerability, pharmacokinetics and pharmacodynamics
· Known and potential risks and benefits and a statement regarding the risk benefit ratio of the trial:
· how high the risk is compared to normal standard practice,
· frequency of risk,
· how the risk will be minimised/managed,
· If no data is available, include a statement that there is no available clinical research data to date on the investigational product

It should be written so it is easy to read and understand by someone with a basic sense of the topic who may not necessarily be an expert in the area. Some explanation of terms and concepts is likely to be beneficial. 
List all published references in section 18.
2 [bookmark: _Toc240819173][bookmark: _Toc240989268]RATIONALE 
Aim: To explain why the research questions being asked are important and why closely related questions are not being covered. 
This should include a clear explanation of the research question/hypothesis and the justification of the trial i.e. why the question is worth asking and, through consultation with public and patient groups, why this is worthwhile to patients. Replication to check the validity of previous research is justified, but unnecessary duplication is unethical.  Justify the minimum clinically important difference that the trial seeks to confirm, and the choice of control interventions/ comparators.

3 [bookmark: _Toc240819174][bookmark: _Toc240989269]OBJECTIVES AND OUTCOME MEASURES/ENDPOINTS
3.1 [bookmark: _Toc240819175][bookmark: _Toc240989270] Primary objective
Aim: To define the primary research question 
A useful guide to use in the development of a specific research question are the PICOT criteria:
	P	Population (patients) - What specific patient population are you interested in?
	I	Intervention (for intervention studies 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
3.2 [bookmark: _Toc240819176][bookmark: _Toc240989271] Secondary objectives
Aim: To clearly define the secondary objectives
The protocol should describe the secondary objectives which may nor may not be hypothesis driven and may include more general non-experimental objectives (e.g.., to develop a registry, to collect natural history data)

3.3 [bookmark: _Toc240819177][bookmark: _Toc240989272] Outcome measures/endpoints
Aim: To define primary and secondary endpoints/outcomes for the trial which usually appear in the objectives and sample size calculation.
An ideal endpoint/outcome is valid, reproducible, relevant to the target population, and responsive to changes in the health condition being studied. The COMET (Core Outcome Measures in Effectiveness Trials www.comet-initiative.org ) provides a common set of key trial outcomes and it is beneficial to ascertain whether there is a core outcome set relevant to the trial. This does not preclude inclusion of additional relevant outcomes.
For each endpoint/outcome, the trial protocol should define four components: 
· The specific measurement variable, which corresponds to the data collected directly from trial participants (e.g.. all-cause mortality);.
· The participant-level analysis metric, which corresponds to the format of the outcome data that will be used from each trial participant for analysis (e.g.., change from baseline, final value, time to event).
· The method of aggregation, which refers to the summary measure format for each trial group (e.g.., mean, proportion with score > 2).
· The specific measurement time point of interest for analysis.
3.4 [bookmark: _Toc240819178][bookmark: _Toc240989273] Primary endpoint/outcome
Aim: To identify a single response variable (primary endpoint/outcome) to answer the primary research question.
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 12.

3.5 [bookmark: _Toc240819179][bookmark: _Toc240989274] Secondary endpoints/outcomes
Aim: To identify a series of well-established endpoints of clinical importance that in theory could be the primary endpoint in another trial.
There can be any number of secondary measures, although they should all be relevant to the declared aims of the trial.
3.6 [bookmark: _Toc240819180][bookmark: _Toc240989275] Exploratory endpoints/outcomes 
Aim: To identify any other endpoints/outcomes which are not well established.
3.7 [bookmark: _Toc240819181][bookmark: _Toc240989276] Table of endpoints/outcomes
Aim: To give a clear and concise representation of all end/points/outcomes of the trial.  This table can replace previous sections.
	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.
Check section iii above to ensure protocol is consistent throughout.
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>
(add rows as necessary)
	As above
	

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

	Exploratory Objectives
	
	



4 [bookmark: _Toc240819182][bookmark: _Toc240989277]TRIAL DESIGN
Aim: To describe the ideal design for the research question and what the trial is designed to show. 
A description of the trial to be conducted (eg double blind, randomised, placebo controlled, parallel group) should be given.
Briefly describe the intervention, by arm (if randomised).

5 [bookmark: _Toc240819183][bookmark: _Toc240989278]TRIAL SETTING
Aim: To describe where the trial will be run and any trial location-specific requirements
The protocol should include:
· If it is a multicentre or single centre trial.
· If there are any trial location-specific requirements to run the trial.
· If Participant Identification Centres will be used.
· Countries where participants will be recruited.
6 [bookmark: _Toc240819184][bookmark: _Toc240989279]INFORMED CONSENT 
Describe the trial-specific process by which potential participants will be identified, approached and provided with sufficient information, time and opportunity to decide whether to participate. The description should be clear and operationally detailed enough to explain how valid informed consent will be obtained and documented at participating trial locations. For guidance on remote and electronic consent please see: https://www.hra.nhs.uk/about-us/news-updates/hra-and-mhra-publish-joint-statement-seeking-and-documenting-consent-using-electronic-methods-econsent/.
Describe:
· How potential participants will be identified and first approached, including who will have access to identifiable information and who will make the initial approach.
· Who may provide trial information, conduct the consent discussion, assess capacity and understanding, and obtain and document consent.
· How the participant’s capacity to make the particular decision will be assessed and, where necessary, supported.
· How much time potential participants will normally have to consider participation and the circumstances, if any, in which same-day consent may be appropriate.
· How informed consent will be documented and where the consent record will be retained.
· How the participant or legal representative will receive a copy of the signed and dated consent form and other relevant consent materials.
· Any remote, electronic, oral or other consent arrangements.
· The arrangements for interpreters, translated or accessible materials, communication support and impartial witnesses.
· The circumstances in which updated information or formal re-consent will be required.
· The arrangements for participants who lose or regain capacity during the trial;
· Any trial-specific arrangements considered necessary to support a valid and proportionate consent process across participating trial locations.

Where the trial includes children or young people, adults unable to provide informed consent, or recruitment in an emergency situation, include separate trial-specific provisions addressing the applicable legal and ethical framework. The HRA consent guidance provides separate sections for these populations and circumstances and highlights that legal requirements can differ between England and Wales, Scotland and Northern Ireland. [hra-decisi...ols.org.uk]
For trials involving children and young people, describe:
· Who will provide consent on the child’s behalf.
· How the child or young person will receive age-appropriate information.
· How assent or consent will be sought and documented, as applicable.
· How dissent or objection will be managed.
· The consent process to be followed if the participant reaches the age of legal consent during the trial.
ICH E6(R3) requires age-appropriate assent information and says that a process for obtaining the participant’s own consent should be considered when a minor reaches the applicable age of legal consent during the trial. [ICH_E6(R3)...5_0106.pdf]
Minimum suggested text for CTIMPs recruiting participants with capacity in non-emergency research, adapt as necessary:
Freely given informed consent must be obtained and documented before the participant is enrolled and before any trial-specific procedure is undertaken.
Consent must be obtained using the current approved participant information sheet and consent forms. The consent discussion must be conducted by the investigator or an appropriately qualified and delegated member of the investigator trial location team.
The person conducting the consent discussion must provide the potential participant with a copy of the current approved version of the participant information sheet, sufficient information, time and opportunity to consider participation and ask questions. They must assess the person’s capacity, understanding and voluntariness and be satisfied that participation represents an informed and freely made choice. 
Consider arrangements for participants that cannot understand verbal and written information in English. Adapt wording as necessary and ensure consistent with information in IRAS: Trial locations must assess a potential participant’s ability to understand verbal and written information in English and whether an independent interpreter/NHS approved translator would be required to ensure fully informed consent. If a participant requires an interpreter and none are available prior to consent, and for the duration of their time on the trial, they should not be considered for the trial.
For trial locations in Wales, describe the arrangements for providing participant information and consent materials in Welsh or bilingually where requested, in accordance with applicable Welsh-language requirements.
The right of the participant to refuse to participate in the trial without giving reasons must be respected. All participants are free to withdraw at any time (see section 10.6).
The participant and the person who conducted the consent discussion must sign and date the consent record, using the approved paper or electronic method. A paper or electronic copy of the completed consent form and relevant consent materials must be provided to the participant.
The consent process, including the version of the materials used, the persons present, the method used, any communication support provided and any relevant trial-specific discussion, must be documented in the participant’s medical records or other protocol-defined source record.
Consent is an ongoing process. Relevant new information that may affect the participant’s willingness to continue must be communicated in a timely manner, and the participant’s continued willingness to participate must be documented.   
6.1 [bookmark: _Toc240989280] Simplified arrangements for seeking and evidencing consent
Complete this section only where the trial is a qualifying low-intervention CTIMP and the sponsor proposes to use simplified arrangements for seeking or evidencing informed consent.
The protocol should:
· Identify the eligibility basis for using simplified arrangements.
· Describe the proposed consent process and how it differs from the standard arrangements in Section 6.
· Distinguish any simplification of the information, discussion or method of evidencing consent.
· Explain why the arrangements are proportionate to the trial risks and participant population.
· Explain how consent will remain informed, freely given and explicit.
· Describe how adequate understanding and voluntariness will be assessed.
· Specify what information will be provided and in what format.
· Specify how consent will be evidenced in a durable and verifiable record.
· Describe how participants may request further information or a conventional written consent process.
· Identify any participants or circumstances for which the simplified arrangements will not be used.
· Describe any alternative arrangements for people with communication or accessibility needs.
· Explain how withdrawal and ongoing consent will be managed.

Suggested minimum wording
The sponsor has determined that this trial meets the applicable conditions for the use of simplified arrangements for seeking and evidencing informed consent in a low-intervention CTIMP.
The simplified arrangements are described below, together with the justification for their use, the safeguards that will ensure consent remains informed, freely given and explicit, and the circumstances in which the standard consent arrangements in Section 6 will instead be used.
[Insert trial-specific description and justification.]


6.2 [bookmark: _Toc240989281] Consent for additional and future research use of participant data and biological samples
Aim
To describe the optional use of participant data or biological samples for research beyond the main trial, including future research. Samples should only be stored or used for future research where the participant has consented. Future use must be within the scope of that consent and either have appropriate project-specific ethical approval or take place under the approved arrangements of a research tissue bank or biobank. All storage and use must comply with applicable HRA, HTA and other legal and regulatory requirements. [hra.nhs.uk], [hra.nhs.uk], [hta.gov.uk].

Template instructions
Ensure these arrangements relate to Section 10.7.
State:
· What additional data or samples will be collected or retained.
· The purpose and scope of the research, including whether future uses are not yet specified.
· Whether participation is optional and separate from the main trial. 
· The consent choices offered, including future use, genetic analysis, data linkage, sharing and future contact.
· What data will accompany samples and whether they will be identifiable, pseudonymised or anonymised.
· Where, by whom and for how long data and samples will be stored.
· Any transfers to other organisations or countries.
· How access, commercial use, findings and withdrawal will be managed.

Suggested protocol wording, adapt as necessary
Participation in additional or future research is [optional/required and integral to the main trial]. Unless justified below, participants may join the main trial without agreeing to additional or future research.
Participants will be asked to consent separately, as applicable, to:
1. Collection or retention of additional data or samples.
1. Future research use of samples/
1. Genetic or genomic analysis.
1. Data linkage or sharing.
1. Sharing with other organisations or countries

The participant information will explain the proposed uses, storage period, access and transfer arrangements, potential commercial use, return of findings and limits on withdrawal. Data and samples will be managed in accordance with section 10.7 and the participant’s recorded choices.
 
7 [bookmark: _Toc240819185][bookmark: _Toc240989282]SELECTION OF PARTICIPANTS

Aim: To define the trial population
7.1 [bookmark: _Toc240819186][bookmark: _Toc240989283]Recruitment

Aim: to describe how participants are identified and recruited
Consider whether anonymised data for participants who are not randomised / registered should be collected for example:
1. Age.
1. Sex.
1. Ethnicity (if applicable).
1. Whether the participant is registered or not registered.
1. The reason not eligible for trial participation, or if they are eligible but declined.

7.2 [bookmark: _Toc240819187][bookmark: _Toc240989284] Participant identification
The following should be described in the protocol:
1. Who will identify participants.  If the research proposes to use someone outside the existing clinical care team to identify suitable participants or as first contact with the participant, the reason for this should be explained.  The referral arrangements should also be described.
1. What resources will be used, for example, use of Participant Identification Centres, adverts, disease registers.

7.3 [bookmark: _Toc240819188][bookmark: _Toc240989285] Eligibility criteria
Aim: To define the trial population
This section should set out precise definitions of which participants are eligible for the trial, defining both inclusion and exclusion criteria. Inclusion criteria should define the population the trial is aiming to include and indicate the generalisability of the trial findings. Exclusion criteria should exclude sub-groups of the population due to, for example, safety and other clinical risks or burden to the participant. 
The eligibility criteria should be clear so they can be applied consistently through the trial and definitions for the timelines and flexibility of each eligibility criterion must be carefully considered to ensure that arbitrary or un-workable definitions are not used. 
There will be no exception to the eligibility requirements at the time of registration/randomisation. Queries in relation to the eligibility criteria must be addressed prior to registration/randomisation. Participants are eligible for the trial if all the inclusion criteria are met and none of the exclusion criteria applies. CI and TMG must review criteria carefully to ensure they are appropriate for intended purpose.

7.3.1 Inclusion criteria
Include all inclusion criteria as a numbered list for the trial considering: 
1. Participants capable of giving informed consent, or if appropriate, participants having an acceptable individual capable of giving consent on the participant’s behalf (e.g.. parent or guardian of a child under 16 years of age).
1. Sex.
1. Age (where relevant specify if age threshold must be met at time of initial consent or randomisation or during IMP exposure). 
1. Clinical parameters, (compliance with each parameter for each participant will need to be clearly documented).
1. Willingness to undertake trial procedures (dietary restrictions, fasting, scans, biopsies, clinical samples, completion of diary cards and Participant Reported Outcome measures).
1. If assessments and or procedures performed as part of routine care can be used to screen participants for eligibility, define timelines (e.g.. x-rays within the last 6 months). 
1. Define any timeframe for randomisation or IMP administration (eg randomisation within 4 weeks of consent, first IMP dose within 1 month of diagnosis).
1. If the trial seeks different groups of participants, criteria for each group should be stated separately. 
1. Any additional inclusion criteria for any optional part of trial should be stated.

7.3.2 Exclusion criteria

List all exclusion criteria as a numbered list considering:
1. Any laboratory or clinical examination results which preclude participation.  State threshold or per local normal range or confirm clinically significant in opinion of investigator.  
1. Pregnant or lactating females (or justify inclusion)
1. Any medical history which precludes participation.  (Specify ever, within a particular period, with ongoing therapy or symptoms, formal diagnosis or self-declaration).
1. Any restrictions on participation by researchers or trial committee members or the friends and family of researchers or other participants.
1. Prohibited medications (historic use, ongoing use, recent use, systemic use, subtherapeutic dose, washout period).  Refer to the IB/ SmPC.  State if appropriate: These medications are prohibited for the duration of IMP exposure and for XX after IMP exposure) .
1. Medical history or personal circumstances that precludes participation in required trial procedures (allergies or intolerance of IMP or excipients or NIMPs, concurrent participation in other research trials, fasting, clinical sampling, scans etc).  
1. Agreement to use contraceptive measures where applicable (note 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 can be justified by human pregnancy data).
7.4 [bookmark: _Toc240989286] Pregnancy and birth control
Aim:  To determine the contraceptive and pregnancy testing requirements for the trial based on a product specific risk assessment per IMP/NIMP.
7.4.1 Contraceptive measures and pregnancy testing for Women of childbearing potential (WOCBP):

Definition
A woman is considered of childbearing potential (WOCBP) following menarche until becoming post-menopausal, unless permanently sterile. Permanent sterilisation methods include;
1. Hysterectomy.
1. Bilateral salpingectomy.
1. Bilateral oophorectomy.
A postmenopausal state is defined as no menses for 12 months without an alternative medical cause. A follicle-stimulating hormone (FSH) measurement may be used where menopausal status requires confirmation, in accordance with local clinical practice.  However, in the absence of 12 months of amenorrhea, a single FSH measurement is insufficient, and postmenopausal status should be confirmed according to local procedures.
Contraceptive measures for WOCBP, and pregnancy testing for WOCBP should be determined based on a documented risk assessment of the reproductive and teratogenicity/fetotoxicity associated with the IMP and any relevant comparator or NIMP. The assessment should consider the current Investigators Brochure or Summary of Product Characteristics as applicable, including the pharmacokinetic and systemic-exposure information, teratogenicity/fetotoxicity and reproductive toxicology findings, and available human pregnancy data. The final protocol must document the rationale for the selected contraception and pregnancy-testing requirements and demonstrate consistency with the Investigator's Brochure, SmPC (where available), and the HMA CTCG Recommendations related to contraception and pregnancy testing in clinical trials (Version 1.2, March 2024).
https://www.hma.eu/fileadmin/dateien/HMA_joint/00-_About_HMA/03-Working_Groups/CTCG/2024_HMA_CTCG_Contraception_guidance_Version_1.2__March_2024.pdf
Select and retain only the section applicable following the documented product-specific reproductive risk assessment:
IMP/NIMP has known or suspected human teratogenicity/fetotoxicity:
WOCBP should use highly effective contraceptive measures (see section 7.4.3). from trial consent until the [insert timeframe based on the end of the relevant systemic exposure period, as defined in the IB or SMPC].  Contraceptive measures with low user dependency should preferably be used (see section 7.4.3), particularly where contraception is introduced as a result of participation in the trial. 
Pregnancy testing should be performed within xx days (include timeline in line with the IB or SMPC as applicable) of the first administration of IMP/NIMP and continue monthly throughout the treatment period until [insert timeframe based on the end of the relevant exposure period (as defined in the IB or SMPC) for the IMP/NIMP].
IMP/NIMP has possible human teratogenicity/fetotoxicity:
WOCBP should use highly effective contraceptive measures (see section 7.4.3), from trial [insert timeframe based on the end of the relevant systemic exposure period, as defined in the IB or SMPC].  
Pregnancy testing should be performed within xx days (include timeline in line with the IB or SMPC as applicable) of the first administration of IMP/NIMP and [insert additional timepoints taking into account the trial duration. At a minimum a pregnancy test should be performed at the end of the relevant exposure].
IMP/NIMPs with unlikely human teratogenicity/fetotoxicity
WOCBP should use an acceptable effective contraceptive measure [detail acceptable methods], 
An acceptable effective contraceptive measure includes any of the highly effective methods described in section 7.4.3 and the following: 
1. Progestogen-only oral hormonal contraception, where inhibition of ovulation is not the primary mode of action.
1. Male or female condom with or without spermicide.  
1. Cap, diaphragm or sponge with spermicide.
1. A combination of a male condom with a cap, diaphragm or sponge used with spermicide (double-barrier methods) is considered an acceptable contraceptive method but is not considered highly effective contraception.
7.4.2 Contraceptive measures for male participants
Definition
Male participants are considered fertile after puberty unless permanently sterile (e.g.. by bilateral orchidectomy).
The contraception requirements for male participants are based on the reproductive-risk profile of [IMP name] and any relevant non-investigational medicinal products used in the trial. These requirements apply to male participants with a pregnant partner or a non-pregnant female partner of childbearing potential, as specified below. Or state there are no contraceptive requirements for men
Select and retain only the section applicable following the documented product-specific reproductive risk assessment:
For a genotoxic IMP/NIMP:
Male participants with a pregnant or non-pregnant female partner of childbearing potential must use a male condom during penile-vaginal intercourse throughout treatment, [insert timeframe based on the end of the relevant systemic exposure period, as defined in the IB or SMPC, and for a further 90 days].
Where the participant has a non-pregnant female partner of childbearing potential, the partner must also use a highly effective method of contraception during this period.
Male participants must not donate sperm during treatment, [insert timeframe based on the end of the relevant systemic exposure period, as defined in the IB or SMPC, and for a further 90 days].
True abstinence from penile-vaginal intercourse is acceptable only where this is consistent with the participant’s preferred and usual lifestyle and is maintained throughout the protocol-defined risk period.
Non-genotoxic but teratogenic/fetotoxic IMP/NIMP:
Adapt the following wording only where the product-specific assessment indicates a relevant seminal-fluid exposure risk:
Due to the potential for exposure of a pregnant partner or a female partner of childbearing potential through seminal fluid, male participants must use a male condom during penile-vaginal intercourse throughout treatment and until [X days] after the final dose of [IMP/NIMP name], this should correspond to the end of relevant systemic exposure in the female partner.
This requirement applies whether the female partner is pregnant or is of childbearing potential.
[Insert partner contraception requirement, if justified by the product-specific risk assessment.]
7.4.3 Definition of Highly effective methods of contraception

Include this section where highly effective methods of contraception are indicated by the documented product-specific reproductive risk assessment.
Highly effective method of contraception that result in a failure rate of less than 1% per year when used consistently and correctly. Such methods include:
· Oral or intravaginal or transdermal combined (oestrogen and progestogen containing) hormonal contraception associated with inhibition of ovulation.
· Oral or injectable or implantable progestogen-only hormonal contraception associated with inhibition of ovulation.
· Intrauterine device (IUD)*.
· Intrauterine hormone-releasing system (IUS)*.
· Bilateral tubal occlusion*. 
· Vasectomised partner (provided post-vasectomy medical assessment has documented azoospermia and they are the sole sexual partner of the trial participant).

Tue abstinence is only acceptable when it is consistent with the participants preferred and usual lifestyle. Periodic abstinence (such as calendar, ovulation, symptothermal, post-ovulation methods) and withdrawal are not acceptable methods of contraception.
[image: ][image: A blue square with white lines
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7.5 [bookmark: _Toc240989287] Screening

Aim: To list any screening requirements such as laboratory or diagnostic testing necessary to meet any noted inclusion or exclusion criteria such as:
1. ECG.
1. Laboratory tests.
1. Biopsies and samples.
1. Scans.

All participants must personally sign and date the latest REC approved version of the Informed Consent Form before any trial-specific procedures are performed.
Ensure this list matches the inclusion and exclusion criteria, particularly the contraceptive requirements/ pregnancy testing.
If rescreening is permitted, state how many times screening activities can be repeated, whether consent process should be repeated, and how re-screening should be recorded in trial data collection tool.
Any participant training which is required prior to randomisation/ beginning of intervention eg use of Participant Reported Outcomes device should be included in the screening activities.
Eligibility should be confirmed (and recorded) by the investigator prior to randomisation/ first IMP administration.
8 [bookmark: _Toc240819189][bookmark: _Toc240989288]REGISTRATION / RANDOMISATION PROCEDURES

Aim: to describe how participants are registered/randomised into the trial.
Include details of how trial locations will register/randomised participants into the trial e.g.. via a randomisation service.
Describe how investigators or delegates access the randomisation/registration service, how allocation is recorded and how any participant number is assigned. Where applicable indicate that no trial-specific procedures should take place before participant registration/randomisations.
Where stratification factors are used, specify how these are provided to the randomisation service and any defaults to be used where data is not available at time of randomisation.
8.1 [bookmark: _Toc240819190][bookmark: _Toc240989289]In Vitro Diagnostic Devices (IVD)
[Delete section if not used in the trial]
The protocol should include details of any In-Vitro Diagnostic (IVD) devices (including companion diagnostics) which will be used in the trial (e.g.., for participant stratification, inclusion/exclusion decisions, randomisation, etc.).
Details in the protocol whether the IVD is UKCA or CE marked and that any applicable CE marking requirements will be complied with, or if an exemption or analytical performance study applies.
Further information can be found on the MHRA website:  Clinical trials that include an in vitro diagnostic device - GOV.UK 

8.2 [bookmark: _Toc240819191][bookmark: _Toc240989290]Blinding
Aim: to describe the blinding process to avoid bias in detail. If blinding is not to be used, a justification should be provided. If a non-randomised trial, then section can be deleted. 
Review the CONSORT guidance to ensure blinding method is described in enough detail. Ensure it is clear who will be blinded and unblinded in the trial.
Microsoft Word - SPIRIT 2025 expanded checklist - Revised 2024Dec22.docx

8.3 [bookmark: _Toc240819192][bookmark: _Toc240989291]Emergency Unblinding
Whilst the safety of participants in the trial must always take priority, maintenance of blinding is crucial to the integrity of the trial. Investigators should only break the blind when information about the participant‘s trial treatment is clearly necessary for the appropriate medical management of the participant and where stopping the blinded medication is not sufficient. 
Should an alternative to unblinding not be identified, and if unblinding is required to optimise medical management of the participant, investigators should follow the emergency unblinding process below.
24hr Emergency Code Break and Medical Information will be provided by [insert details of code break service e.g. Emergency Scientific Medical Services (ESMS)] add additional details as required. Each randomised participant will be provided with a card detailing the contact details for the trial team and emergency contact details, including emergency code break contacts.  Participants will be requested to always carry this card with them whilst participating in the trial.
A report of each unblinding request is submitted to the KHP-CTO by the code break service in accordance with the KHP-CTO Pharmacovigilance Policy.
A summary of unblinding reports is provided to the Trial Steering Committee according to the Committee Charter, for review on behalf of the sponsor and funder.
For unblinding in relation to SUSAR reporting see section 11.8.1.
9 [bookmark: _Toc240819193][bookmark: _Toc240989292]TRIAL TREATMENTS
It is recommended that expertise is sought from clinical trial pharmacist/technician whilst developing a protocol. 
9.1 [bookmark: _Toc240819194][bookmark: _Toc240989293]Name and description of investigational medicinal product(s)
Aim: To give a full description on the IMP and other medication(s) to be used in the trial
The protocol should specify:
For each IMP including placebo, specify its international non-proprietary name (or a unique reference code where the active ingredient is still under development), strength, formulation, and pack size. This must reflect how IMP(s) is/are specified in CTA.
1. Where the IMP has been manufactured/packaged specifically for the trial (i.e. different to what is commercially available on the market), this should be clearly stated in the protocol, and the details of its presentation (i.e. dimensions, contents and labelling) should be provided in a separate guide/manual for IMP handling and management. 
1. If the IMP is a product with marketing authorisation (i.e. UK-licensed and commercially available on the UK market), specify the brand name/manufacturer where a specific brand/manufacturer is required.  Where the brand/manufacturer is not specified in the protocol, include a statement making clear that any brand/manufacturer of the IMP with a marketing authorisation in the UK can be used. 
1. For IMPs under development or where commercially marketed products have been modified (e.g.. encapsulation), provide a description of the final dosage form including a summary of its chemical properties and excipient content. 
1. For CTIMPs using chemotherapy treatment the National Institute for Health Research, Clinical Research Network; Cancer Chemotherapy and Pharmacy Advisory Service (CPAS) Guidance should be referred to in drafting this section of the protocol 
1. For blinded clinical trials, provide details of how the IMP will be packaged to maintain blinding. For example,
57. Drug X and Drug Y will be packaged in an identical manner. A unique pack ID will be used to identify each pack and its content. 
57. Drug X and placebo will be packaged in a manner which is distinguishable to research trial locations and so must be received by and handled only by unblinded personnel until distinguishing features are obliterated at the point of issue to blinded researchers or dispensing to the participant. 
Include reference to the pharmacy manual where relevant
IMP Risks
Aim: To describe a risk/benefit analysis plus risk management of all the medication involved in the trial (whether in or outside of licence). 
The following should be described:
· The known and potential risks and benefits to human participants. 
· How high the risk is compared to normal standard practice.
· Frequency of risk
· How the risk will be minimised/managed.
Consider the starting dose, dose increments, dose escalation, administration of doses, stopping rules and the resources required by trial location(s); particularly in terms of facilities and staff, procedures, type of participants, staff training required.
Please refer to the following documentation in preparing this section:
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/343677/Risk-adapted_approaches_to_the_management_of_clinical_trials_of_investigational_medicinal_products.pdf  

9.2 [bookmark: _Toc240819195][bookmark: _Toc240989294] Regulatory status of the drug 
Aim: To define the regulatory status of the IMP
For each IMP, specify whether it has a marketing authorisation (MA) in the UK and whether or not it is being used in its marketed presentation and packaging bearing the MA number.
Where the IMP has a marketing authorisation in the UK but is further processed (e.g.. repackaging and trial labelling) for the trial, specify the name and address of the organisation(s) performing such activities. 
Where the IMP does not have a marketing authorisation in the UK, specify the name and address of the manufacturer(s), and importer where appropriate. (Seek further advice if the trial involves an IMP which is licensed in a country within the European Economic Area but not licensed in the UK) 

9.3 [bookmark: _Toc240819196][bookmark: _Toc240989295] Drug storage and supply 
Aim: To describe the procedures for the ordering, shipment, receipt, distribution, return and destruction of the investigational medicinal products including placebo. 
Briefly describe, if this included in a pharmacy manual then refer to the pharmacy manual for full details.
The protocol should include:

For each IMP, specify the source of supply – For example: 
· Free of charge and delivered from sponsor. 
· Discounted commercial supply ordered via trial-specific arrangement (specify details of discount arrangement & source of supply).
· Sourced locally by the research trial location pharmacy.

For each IMP, provide an overview of the initial order and re-ordering process. For example:
· Initial shipment: Supplied at trial location activation/ triggered by participant enrolment / manual ordering.
· Re-ordering: Automatic triggered supply / manual ordering.
· Any special supply processes, e.g.. a triggered release process or central supply to all trial locations from a 3rd party.
· How the drug should be stored.
· Who will supply e.g.. which trial location and how e.g.. ‘upon receipt of a suitably signed trial-specific prescription’.
· Any storage instructions once dispensed from pharmacy e.g.. stored in a fridge at ##°C and used within 24 hours depending on the requirements of the product
· Details of accountability and destruction/return, so that it can be verified who received what treatment and when
· Arrangements for post-trial access to IMP 

For multicentre trials where supply details may vary between trial locations, this section should cover only aspects applicable to all trial locations.

9.4 [bookmark: _Toc240819197][bookmark: _Toc240989296]Preparation and labelling of Investigational Medicinal Product

Aim: To give a precise and complete description of the preparation and labelling of the IMP. 
Provide a brief overview of the method of IMP reconstitution/ dilution/ preparation for each IMP.  Reference the guide/manual for IMP handling and management for further information on IMP preparation.
9.5 [bookmark: _Toc240819198][bookmark: _Toc240989297]Dosage schedules

Aim: To give a precise and complete description of the dosage schedules
The dosing schedule for each drug should include:-
1. Description and justification of route of administration; oral, intravenous etc.
1. frequency of administration.
1. Details of increments and adjustments.
1. Number of cycles/duration for chemotherapy. 
1. Timing of each dose.
1. Dose capping.  The maximum dosage allowed each time the drug is given.  State any absolute or cumulative dose cap where one applies.
1. Information on what action would be taken if:
· a dose is missed doses i.e. is there a window within which a participant can take a missed dose e.g.. within 6 hours of usual dosing time 
· vomiting following a dose
1. Dose-banding: State whether or not dose-banding of drugs is acceptable and indicate which drug(s), this applies to.   Specify any trial-specific dose banding, or that local practice for dose banding is acceptable.
1. 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.
1. Methods for monitoring cumulative dosing where required.
1. Where dosage is dependent on laboratory data, specify whether blood specimens must be taken on the day of dosing or specimens can be taken in advance in line with routine local procedure.
1. Methods for individualised doses, if calculations are required then state what specific calculation is to be used (if applicable).
1. Where dosage is calculated using parameter(s) (e.g.. body surface area, creatinine clearance) derived from specific equation(s), specify the equations(s) to be used or specify that routine local practice is acceptable. Any additional rules to be applied when using these equations should also be clearly stated.   
1. For weight-based dosing, specify whether weight must be taken on the day of dosing or can be taken in advance (state time limits).  Specify any caps on weight or BMI where this is used to calculate IMP dose.  
1. Maximum duration of treatment of a participant. The total amount of time the participant will be receiving the IMP. This is not necessarily the length of participant participation in the trial.
1. State whether dosage will be adjusted with weight change, and clearly detail any rules (e.g.. Participant should be weighed and if required, adjustment of dosage should only occur every 12 weeks at visit 3, 6, and 9).
1. Restarting treatment after temporary suspension.
1. Any blinding requirements for lines, giving sets, pumps etc
1. State any requirements at the start and/ or end of IMP exposure e.g.. loading doses, tapering of doses.  For participants who are taking IMP outside clinic, specify whether it is allowed or not for them to continue dosing until next clinic visit if efficacy assessment shows they are not receiving sufficient benefit from IMP (and if not, the process for informing them that they should stop IMP and ensuring compliance with that instruction).

9.6 [bookmark: _Toc240819199][bookmark: _Toc240989298]Dosage modifications 
Aim: To give details here on required dose modifications (if applicable)
The protocol should detail:
· If the dose should be modified for example in the case of certain laboratory results or adverse events (specify the exact dose modifications and events, including any process for participants to adjust dosage between clinic visits)
· The stopping rules (for individual participants and the trial as a whole)
· The restarting rules (for individual participants and the trial as a whole)
· Treatment breaks/ drug-free holidays (maximum duration of IMP break, and how IMP is restarted after a break)
· Whether participants can increase the dose if they have previously been dose reduced for some reason. 
· Whether the dose can be modified due to participant request
· Procedures in the event of toxicity reactions (if applicable) e.g.. if it is possible to reduce the dosage of IMP or if any rescue medication may need to be administered
· When a dose modification will result in the participant having to withdraw from treatment.

Tabulate where possible and include separate tables where there are multiple IMPs.
9.7 [bookmark: _Toc240819200][bookmark: _Toc240989299]Known drug reactions and interaction with other therapies
Aim: To identify any known drug reactions or interaction with other therapies or situations e.g.. photosensitivity
The protocol should:
· Cross-reference this with the section on safety reporting if applicable.
· Cross reference this section with the SmPC and/or IB.
 
9.8 [bookmark: _Toc240819201][bookmark: _Toc240989300]Concomitant medication
Aim: To provide a full description of concomitant medication, it is important to consider topical medicine as well as oral and IV e.g.. use of steroids – are topical steroids and inhaled steroids permitted but not systemic steroids? Use of other creams and emollients and timings for topical IMP trials
The protocol should:
· Specify medication(s)/treatment(s) permitted and not permitted before, during and/or after the trial including their time restrictions.
· Consider possible interactions or effects that could confound the results and conclusions. Do not confuse these with Non-Investigational Medicinal Products (NIMPs).
· State wash out times from previous medication if applicable.
· Whether surgery/radiotherapy is allowed whilst on trial drug.
· Include guidance on administration of vaccines during trial participation, including any restriction or advice on scheduling.

9.9 [bookmark: _Toc240819202][bookmark: _Toc240989301]Trial restrictions 
Aim: To provide a full description of trial restrictions  
The protocol should specify any contraindications whilst on the active phase of the trial including dietary requirements/restrictions
9.10 [bookmark: _Toc240819203][bookmark: _Toc240989302]Assessment of compliance with treatment 
Aim: To describe how and by who compliance will be assessed
Define procedures for:
· Monitoring (e.g.. watching participant swallow pills and checking their mouth afterwards, getting participants to complete a diary card, package returns, weighing and measuring).
· Deciding the percentage of IMP compliance acceptable for participant to continue on the trial.
· Recording of participant compliance information (what will be recorded, when and where and by who.
· How noncompliance to the protocol trial procedures will be documented by the investigator and reported to the Sponsor, and recommended/ required actions where compliance is below stated threshold. 

9.11 [bookmark: _Toc240819204][bookmark: _Toc240989303]Name and description of each Non-Investigational Medicinal Product (NIMP)
Aim: To give a full description of each NIMP
The protocol should include some details about the NIMPs which are medicinal products used or to be used in a clinical trial, as described in the protocol, but not as an investigational medicinal product. 
They could be:
· Challenge agents
· Rescue or escape medication 
· Any other product which is not under investigation that will be used in the trial, including any background medication(s) administered to all participants

Include details of the dosage, treatment duration and administration; if it is going to be provided by the sponsor and other details of storage and supply as appropriate.
A similar system to that required for IMPs needs to be implemented if the NIMPs are unlicensed (e.g.. might come from another EU country or a country outside EEA).
In all other cases host trial locations are responsible to maintain a system which allows adequate reconstruction of NIMP movements.  There should be a procedure to record which participants received which NIMPs during the trial and an evaluation of the compliance.
10 [bookmark: _Toc240819205][bookmark: _Toc240989304]TRIAL PROCEDURES 
Aim: To provide a clear and concise timeline of the trial visits, enrolment process, interventions, and assessments performed on participants
The protocol should describe what the procedures/assessments are at each visit and where they will be undertaken i.e. hospital/ GP surgeries/ at home and if not at the trial trial location the timelines for notification of these results to the trial team, especially if they are outside of the range etc. A defined, appropriate, visit window should be established e.g.. +-3 days.
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	Procedures
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	Assessment 4 (describe)
	
	
	
	
	

	Adverse event assessments 
	
	
	
	
	

	Physician’s Withdrawal Checklist
	
	
	
	
	



Add/edit rows and columns as necessary
Check that the table information and visits in section 10 and use of IMP in section 9 are consistent, and that activities are described accurately in the participant information sheet
 
10.1 [bookmark: _Toc240819206][bookmark: _Toc240989305]Baseline data

Aim: To clearly describe the baseline data that needs to be collected. 
NB only data that forms part of the predefined data set essential for analysis should be collected.
The following should be considered:

· State any procedures that need to be undertaken in a certain order or in a certain way – i.e. sitting vs standing, left arm vs right arm, fasted state.
· Collect raw data rather than calculated values e.g.. height and weight instead of BMI.
· Novel or complex procedures should be detailed in full eg 12 lead ECG only, not 6 lead ECG.

10.2 [bookmark: _Toc240819207][bookmark: _Toc240989306]Trial assessments

Aim: To clearly describe the trial assessments.
The protocol should describe:
1. All trial procedures and assessments, including those that are part of routine care.
1. The timing of the assessments should be detailed and broken down into visit numbers as appropriate, for example clearly defined visit window i.e. +-3 days.
1. Pregnancy testing and contraceptive requirements (cross check against section 7.4.1). 
1. Details of any run-in or washout periods.
1. Timepoints for assessment data.
1. How compliance will be checked if home dosing.
1.  When diary cards should be checked.
1. Any use of electronic participant reported outcome devices.  In general, if third parties are involved in the provision of services related to the assessment or data collection then this should be detailed.  
1. Assessment data required at the end of trial visit.
1. The methods and timing for assessing, recording and analysing efficacy parameters e.g..
1. The values/scores that will determine success or failure and how they will be assessed if appropriate.
1. Survival 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.
1. Quality of life assessments if required.

10.3 [bookmark: _Toc240819208][bookmark: _Toc240989307]Long-term follow-up assessments

Aim: To clearly describe the long-term follow-up assessments.

If participants will be monitored after the active treatment phase has closed the protocol should describe:
1. The frequency of follow-up visits
1. Duration of follow-up period
1. Assessments to be carried out 
1. How the follow-up due to the research differs from standard of care
1. retention strategies
1. How participants will be identified as ‘lost to follow-up’
1. Measures taken to obtain the information if visits or data collection time-points are missed.
1. Which outcome data will be recorded from protocol non-adherers

Specify whether visits can be carried out remotely, if standard care data can be used, if data from primary care or other healthcare providers can be used

Trial investigators should seek a balance between achieving a sufficiently long follow-up for a clinically relevant outcome measurement, and a sufficiently short follow-up to prevent missing data and avoid the associated complexities in both the trial analysis and interpretation.

10.4 [bookmark: _Toc240819209][bookmark: _Toc240989308]Qualitative assessments 
Aim: To describe any qualitative research that forms part of the trial
This section should detail any qualitative component to the trial and provide a rationale for the timing and tools for assessment.

10.5 [bookmark: _Toc240819210][bookmark: _Toc240989309]Notification of deaths 
Aim: to describe the procedure for notification of death which does not constitute a SAR or SUSAR. This will usually be via the eCRF.
10.6 [bookmark: _Toc240989310]Withdrawal of participants
Aim: To give a full description of the withdrawal criteria
It is always within the remit of the physician responsible for a participant to withdraw a participant from a trial (or certain aspects of the trial) for appropriate medical reasons, intercurrent illness,  adverse events, protocol violations, cure, or new information gained about a treatment.  A participant has the right to withdraw from the study at any time for any reason. 
The protocol should therefore include:
· Investigator led withdrawal: 
· Describe under what circumstances and how participants will be withdrawn from the trial / investigational product treatment – including whether the participant would continue to be part of the trial if IMP was withdrawn for specific reasons. 
· Describe whether participant withdrawal from aspects of the trial is possible.  For example, withdrawal from further treatment, withdrawal from translational aspect or complete withdrawal.
· Participant withdrawal of consent:
· Describe what data will continue to be used / collected when a participant expresses their wish to discontinue trial treatment unless they explicitly state they have withdrawn consent for all follow-up and collection of data. Where relevant include sections on withdrawal of consent):
· for treatment, 
· for follow-up,
· further data collection
· use of samples

Give details of documentation to be completed on participant withdrawal (including recording reasons for withdrawal and any follow-up information collected with timing).

Describe cases where participants may discontinue treatment but remain on the trial for the purposes of follow-up and will be included in appropriate data analysis, unless they explicitly withdraw consent to this, for example unacceptable toxicity, protocol deviation or intercurrent illness that prevents further treatment.

State under what circumstances the trial might be prematurely stopped
Ensure this section is consistent with the Participant Information Sheet, Consent Form and IRAS application.
Include for all trials details of ongoing safety follow-up and data collection. Sample protocol text:
If a participant withdraws from trial treatment due to adverse events or safety concerns, appropriate safety follow-up assessments will be conducted as clinically indicated until the event has resolved, stabilised, or returned to baseline, where feasible. 

If a participant withdraws consent and explicitly states that they do not wish to contribute to further data, their decision must be respected. No further data should be submitted, except for SAE reports per section 11 due to the regulatory requirement for oversight of IMP safety.

10.7 [bookmark: _Toc240819212][bookmark: _Toc240989311]Storage and analysis of clinical samples
Aim: To describe the procedure for dealing with biological samples

If details are provided in a laboratory/pathology manual there refer to the document and provide brief details in the protocol.

Ensure details of future analysis are consistent with section 6.2. 

11 [bookmark: _Toc240819213][bookmark: _Toc240989312]PHARMACOVIGILANCE
Aim: To describe the procedure for reporting and overseeing safety data. 
11.1 [bookmark: _Toc240989313]Safety reporting overview
[INSERT NAME OF SPONSOR] as Sponsor has overall responsibility for the ongoing safety evaluation of the trial, including review of accumulating safety data, assessment of the benefit-risk profile and compliance with applicable regulatory safety reporting requirements.  
[INSERT NAME OF SPONSOR] has delegated the delivery of the Sponsor’s responsibility for Pharmacovigilance (as defined in Regulation 5 of the Medicines for Human Use (Clinical Trials) Regulations 2004 as amended by the Medicines for Human Use (Clinical Trials) (Amendment) Regulations 2025, to the KHP-CTO. 
The Principal Investigator at each trial location is responsible for ensuring that adverse events and serious adverse events are identified, assessed, documented and reported in accordance with this protocol, the Sponsor’s pharmacovigilance procedures and applicable regulatory requirements. The PI is also responsible for ensuring seriousness and causality are assessed (see sections 11.5 and 11.7).
11.2 [bookmark: _Toc240989314]Definitions
The following definitions are based on those given in the Medicines for Human Use (Clinical Trial) Regulations 2004 as amended by the Medicines for Human Use (Clinical Trial) (Amendment) Regulations 2025:
	Term
	Definition

	Adverse Event (AE)
	Any untoward medical occurrence in a participant to whom a medicinal product has been administered, whether or not considered related to that medicinal product. 
Any unfavourable and unintended sign (including an abnormal laboratory finding), symptom or disease temporally associated with any intervention conducted due to the participant participation in the clinical trial, even if not associated to a medicinal product, should also be considered as an AE.


	Adverse Reaction (AR)
	Any untoward and unintended response in a participant to an investigational medicinal product which is related to any dose administered to that participant.


	Serious Adverse Event (SAE)/  Serious Adverse Reaction (SAR) / Suspected Unexpected Serious Adverse Reaction (SUSAR)
	Any adverse event, adverse reaction or unexpected adverse reaction that meets one or more of the following criteria:
1. results in death;
1. is life-threatening;
1. requires hospitalisation or prolongation of existing hospitalisation;
1. results in persistent or significant disability or incapacity;
1. consists of a congenital anomaly or birth defect.


	Important Medical Event (IME)
	Medical events that may jeopardise the participant or may require an intervention to prevent one of the above characteristics/consequences. Such events (also referred to as ‘important medical events’) should also be considered as ‘serious’ in accordance with the definition.


	Pregnancy 
	Pregnancy alone is not an SAE unless it meets one or more seriousness criteria. However, congenital anomaly, birth defect, or other medically significant pregnancy outcome must be reported as an SAE where applicable.
All pregnancies occurring during trial participantion must be reported to Sponsor in line with SAE reporting timelines.

	Unexpected  adverse reaction
	An adverse reaction the nature and severity of which is not consistent with the information about the medicinal product in question set out in either (a) or (b) below:
(a)   in the case of a product with a marketing authorisation, in the summary of product characteristics (SmPC), or equivalent document, for that product.
(b)  in the case of any other investigational medicinal product, in the investigator’s brochure relating to the trial in question.



11.3 [bookmark: _Toc240989315]Period of safety data collection
Adverse events and serious adverse events will be collected from the time of informed consent until [insert end of safety reporting period], for example 30 days after the last dose of IMP or final trial visit, if AE /SAE reporting periods are different separate requirements using bullets.
Serious adverse reactions that are considered related to the investigational medicinal product and become known to the Investigator after the participant has completed trial treatment must also be reported to the Sponsor, if the investigator becomes aware of them. There is no requirement for the investigator to actively monitor participants after the end of the safety reporting period defined above.
11.4 [bookmark: _Toc240989316]Recording of adverse events
Adverse events will be recorded in the participant’s source documents and eCRF. [insert any trial-specific AE reporting requirements].  Consider whether AES will be coded to MedDRA and include relevant text or justification why MedDRA will not be used to code AES.
11.5 [bookmark: _Toc240989317]Serious adverse event reporting by trial location staff
All serious adverse events must be reported to KHP-CTO via web-based pharmacovigilance reporting system ‘SAE  Dundee’ within 24 hours of the trial location becoming aware of the event, unless the event is listed in this protocol (see section 11.8.3)) as exempt from immediate reporting. 
Entry of the SAE into SAE Dundee constitutes the initial written SAE report to the Sponsor. Separate paper or email SAE reporting is not required unless the SAE database is unavailable, in which case the downtime procedure described in KHP-CTO PV Policy must be followed.
As much information regarding the SAE should be entered into SAE Dundee as possible. If any information is unavailable at the time of initial reporting, the SAE must still be entered into the SAE database within the required reporting timeframe. Missing or clarifying information must be submitted as follow-up information as soon as it becomes available.
 The investigator or delegate should include the verbatim term for the event and where possible include the relevant MedDRA preferred term, KHP-CTO will review and assist with the appropriate MedDRA coding where necessary. 
11.6 [bookmark: _Toc240989318]SAE Dundee access, training and delegation
Staff entering SAE data must be listed on the trial location delegation log and must have documented training before performing this task. Access to SAE Dundee will be provided to trial location staff by KHP-CTO, refer to full details are provided in the SAE Dundee manual. SAE Dundee access is strictly restricted through user-specific passwords to the authorised trial location staff members.
The Principal Investigator retains overall responsibility for the accuracy, completeness and timeliness of SAE reporting from their trial location. Where SAE information is entered by delegated trial location staff, the Principal Investigator or delegated medically qualified investigator must review the SAE report, perform a causality assessment to confirm whether the event was related to the and enter this into SAE Dundee. At least two medically qualified investigators per trial location must be delegated to perform SAE review and causality assessments and therefore have access to SAE Dundee.

11.7 [bookmark: _Toc240989319]Evaluating AEs & SAEs
11.7.1 Assessment of severity
The severity of each adverse event will be assessed using the following categories, unless a trial-specific grading system is specified:
1. Mild: awareness of symptoms or signs, but easily tolerated.
1. Moderate: discomfort sufficient to interfere with usual activity.
1. Severe: incapacitating or causing inability to perform usual activity.
Where applicable, add other severity grading systems [insert grading system, for example CTCAE version X].
Severity and seriousness are distinct concepts. Severity describes the intensity of an event, while seriousness is determined according to the regulatory seriousness criteria
11.7.2 Assessment of causality
The Investigator or delegated medically qualified delegate must assess the relationship of each adverse event and serious adverse event to the investigational medicinal product. Clinical judgment should be used to determine the relationship, taking into consideration all available information and alternative causes, such as natural history of the underlying diseases, concomitant therapy, other risk factors, and the temporal relationship of the event to the investigational product. 
For this trial, causality will be assessed using the following categories:
	Category
	Definition


	Unrelated
	There is no evidence of any causal relationship


	Unlikely to be related
	There is little evidence to suggest there is a causal relationship (e.g.. the AE/SAE did not occur within a reasonable time after the administration of the IMP); or

There is another reasonable explanation for the AE/SAE (e.g.. the participant’s clinical condition, other concomitant treatment).


	Possibly related
	There is some evidence to suggest a causal relationship (e.g.. because the AE/SAE occurs within a reasonable time after administration of IMP); or 

The influence of other factors may have contributed to the AE/SAE (e.g.. the participant’s clinical condition, other concomitant treatments).


	Likely/ probably related
	There is evidence to suggest a causal relationship and the influence of other factors is unlikely.


	Definitely related
	There is clear evidence to suggest a causal relationship and other factors can be ruled out




For regulatory reporting purposes, events assessed as possibly related, likely /probably related or definitely related will be considered related.
Events assessed as unrelated or unlikely related will be considered unrelated.
11.7.3 Expectedness assessment
Expectedness will be assessed by the Chief Investigator (or where the CI is not medically qualified a delegated medically qualified Sponsor-level medical assessor) against the Reference Safety Information approved for the trial at the time of onset of the event and record their assessment in SAE Dundee.
The Reference Safety Information for this trial is:
[Insert name and location of RSI, for example section xx of the Investigator’s Brochure.]
An adverse reaction will be considered unexpected if its nature or severity is not consistent with the applicable Reference Safety Information.
11.7.4 Sponsor review and pharmacovigilance assessment
Following submission of an SAE report in SAE Dundee, KHP-CTO will review the report for completeness, seriousness, causality and expectedness.
KHP-CTO may request additional information from the trial location to support medical review, regulatory assessment or case follow-up. The trial location must respond to follow-up requests promptly.
11.8 [bookmark: _Toc240989320]Management of adverse events and serious adverse events
[Add any trial-specific guidance for the management of adverse events]
11.8.1 Reporting of SUSARs
KHP-CTO will report SUSARs to the regulatory authorities.  Where required for blinded trials include: Unblinding of Unexpected Serious Adverse Reactions will be undertaken by the KHP-CTO where required for regulatory reporting purposes.
Reporting timelines are as follows:
1. SUSARs which are fatal or life-threatening will be reported not later than 7 days after the sponsor is first aware of the reaction. Any additional relevant information must be reported within a further 8 days;
1. SUSARs that are not fatal or life-threatening will be reported within 15 days of the sponsor first becoming aware of the reaction.  
The Chief Investigator and KHP-CTO (on behalf of the sponsor), will submit a Development Safety Update Report (DSUR) relating to this trial IMP, to the MHRA annually until end of trial has been declared.
11.8.2 Follow-up of AEs/SAEs
All AEs/SAEs must be followed until resolution, stabilisation, the event is otherwise explained, the participant is lost to follow-up, or the Sponsor agrees that no further follow-up is required.
Follow-up information relating to AEs must be entered into the eCRF.
Follow-up information relating to SAEs must be entered into SAE Dundee by creating a follow-up report.
11.8.3 Events exempt from immediate SAE reporting
The following events are expected in the trial population or are otherwise exempt from immediate SAE reporting to the Sponsor, unless the Investigator considers that the event is related to the investigational medicinal product, related to a trial procedure, unusual in nature or severity, clinically significant or otherwise medically important:
1. [Insert trial-specific event/category, if applicable]
1. [Insert trial-specific event/category, if applicable]
These events must still be recorded in the participant’s source documents and case report form in accordance with this protocol.
If no exemptions apply, use the following wording:
There are no trial-specific exemptions from immediate SAE reporting.
11.9 [bookmark: _Toc240989321]Pregnancy reporting
Pregnancy is not considered an SAE; however, any pregnancy occurring in a trial participant, or in the partner of a male participant [include partner pregnancies only where relevant based on the nature and reproductive risk of the IMP], must be reported to the Sponsor within 24 hours of trial location team awareness via SAE Dundee.
With the pregnant individual’s informed consent, the pregnancy will be followed until its outcome, and relevant information on the pregnancy, delivery and infant will be collected [insert duration of infant follow-up, if applicable]. For a partner pregnancy, separate consent must be obtained directly from the pregnant partner.
Any pregnancy complication meeting SAE criteria including congenital anomaly, birth defect, or other medically significant pregnancy outcome, must be reported in accordance with the trial’s SAE reporting procedures.
Safety reporting for NIMPs Include where relevant to trial and adapt as necessary
Safety reporting for Authorised NIMPs: Include if licenced NIMPs are being used the trial
Investigators are encouraged to report suspected adverse reactions to the MHRA via the yellow card scheme.
Safety reporting for unauthorised NIMPs: Include if unlicenced NIMPs are being used the trial
Safety reporting will be performed in accordance with the process for IMPs described in 10.5 
11.10 [bookmark: _Toc240989322]Overdose and misuse of IMP
Any overdose, misuse, abuse, medication error, or use of the IMP outside the protocol must be recorded and reported to the Sponsor, whether or not an adverse event occurs. Any associated AE must be recorded. If the event meets the SAE criteria, it must be reported immediately to the Sponsor and no later than 24 hours after the Investigator becomes aware of it, followed by further information as available.
 If applicable, define overdose in the context of the trial and specify any IMP-specific management, monitoring and follow-up
11.11 [bookmark: _Toc240819214][bookmark: _Toc303179283][bookmark: _Toc240989323]Safety monitoring
Aim: To define the process and responsibilities for safety monitoring
This section should detail the responsibilities for reporting and reviewing toxicity and safety information arising from the trial and any timeline associate with these. Responsibilities for the PI, CI, Sponsor, Trial Steering Committee (TSC) and Data Monitoring Committee (DMC) should always be included. 
Select and adapt text as appropriate:
Trial Steering Committee (TSC): 
In accordance with the Trial Terms of Reference for the TSC, the TSC is responsible for periodically reviewing safety data and liaising with the DMC regarding safety issues.
Independent Data Monitoring Committee (IDMC):
In accordance with the Trial Terms of Reference for the IDMC, the IDMC is responsible for periodically reviewing overall safety data to determine patterns and trends of events, or to identify safety issues, which would not be apparent on an individual case basis. 
11.12 [bookmark: _Toc240819215][bookmark: _Toc240989324]Reporting urgent safety measures 

An urgent safety measure (USM) is an action taken that the sponsor and investigator may take in order to protect the participants of a trial against any immediate hazard to their health or safety. 
Trial location staff should inform KHP-CTO should they identify the need for an urgent safety measure. USMs will be notified to the MHRA and REC in accordance with the regulations.

12 [bookmark: _Toc240819216][bookmark: _Toc240989325]STATISTICS AND DATA ANALYSIS
Where possible the statistician should write this section.
If a Statistical Analysis Plan is to be produced separately, state this here and condense the most relevant information from the sub sections here.
12.1 [bookmark: _Toc240819217][bookmark: _Toc240989326]Sample size calculation
This section should detail the methods used for the determination of the sample size and a reference to tables or statistical software used to carry out the calculation. Sufficient information should be provided so that the sample size calculation can be reproduced.
12.2 [bookmark: _Toc240819218][bookmark: _Toc240989327]Planned recruitment rate
Recruitment is expected to take XX months.

12.3 [bookmark: _Toc240819219][bookmark: _Toc240989328]Statistical analysis plan

Aim: to fully describe the statistical analysis plan
12.3.1 Summary of baseline data and flow of participants
List variables to be used to assess baseline comparability of the randomised groups including for each factor: a definition, any rules, references or programmes for calculation of derived values, what form it will take for analysis (e.g.. continuous, categorical, ordinal) and how it will be reported (e.g.. means, standard deviations, medians, proportions).

12.3.2 Primary outcome analysis

Plans for statistical analyses of the primary outcome including:
1. Summary measures to be reported.
1. Method of analysis (justified with consideration of form of the data, assumptions of the method and structure of the data (e.g.. unpaired, paired, clustered) etc.).
1. Plans for handling multiple comparisons, missing data, non-compliers, spurious data and withdrawals in analysis.
1. Plans for predefined subgroup analyses.
1. Statement regarding use of intention to treat (ITT) analysis
1. Description of any non-statistical methods that might be used (e.g.. qualitative methods).

12.3.3 Secondary outcome analysis

Plans for statistical analysis of each secondary outcome.  In general, the use of hypothesis tests may not be appropriate if the trial has not been powered to address these the use 	of estimates with confidence intervals is preferred. Secondary analyses should be considered as hypothesis generating rather than providing firm conclusions.

12.4 [bookmark: _Toc240819220][bookmark: _Toc240989329]Subgroup analyses

Aim: to describe sub-group analyses
Subgroup analyses explore whether estimated treatment effects vary significantly between subcategories of trial participants. As these data can help tailor healthcare decisions to individual participants, a modest number of pre-specified subgroup analyses can be sensible. 

12.5 [bookmark: _Toc240819221][bookmark: _Toc240989330]Adjusted analysis

Aim: to describe any adjusted analysis to account for imbalances between trial groups (e.g.., chance imbalance across trial groups in small trials), improve power, or account for a known prognostic variable. 
The protocol should state:
1. If there is an intention to perform or consider adjusted analyses.
1. Any known variables for adjustment (if it is not clear in advance which these should be then the objective criteria to be used to select variables should be pre-specified).
1. How continuous variables will be handled.
1. If unadjusted and adjusted analyses are intended, what the main analysis is.

12.6 [bookmark: _Toc240819222][bookmark: _Toc240989331]Interim analysis and criteria for the premature termination of the trial
Aim: to describe any interim analysis and criteria for stopping the trial.
The protocol should describe:
1. Any interim analysis plan, even if it is only to be performed at the request of an oversight body (e.g.., IDMC).
1. Include the statistical methods.
1. Who will perform the analyses.
1. Wen they will be conducted (timing and indications).
1. The decision criteria—statistical or other—that will be adopted to judge the interim results as part of a guideline for early stopping or other adaptations. 
1. Who will see the outcome data while the trial is ongoing.
1. Whether these individuals will remain blinded (masked) to trial groups.
1. How the integrity of the trial implementation will be protected (e.g.., maintaining blinding) when any adaptations to the trial are made
1. Who has the ultimate authority to stop or modify the trial e.g.. the Chief Investigator, trial steering committee, or sponsor
1. The stopping guidelines for the trial as a whole
156. Criteria for stopping for harm are often different from those for benefit and might not employ a formal statistical criterion.
156. Stopping for futility occurs in instances where, if the trial were to continue, it is unlikely that an important effect would be seen (i.e., low chance of rejecting null hypothesis).
1. If pre-specified interim analyses are to be used for other trial adaptations such as sample size re-estimation, alteration to the proportion of participants allocated to each trial group, and changes to eligibility criteria. 
12.7 [bookmark: _Toc240819223][bookmark: _Toc240989332]Participant population
Aim: to describe the participant populations whose data will be subjected to the trial analysis.
Protocols should describe:
1. The participant populations whose data will be subjected to the trial analysis – both for the primary analysis and any applicable secondary analyses e.g..
1. All-randomised population: Any participant randomised into the trial, regardless of whether they received trial drug.
1. All-treated population: Any participant randomised into the trial that received at least one dose of trial drug.
1. Protocol-compliant population: Any participant who was randomised and received the protocol required trial drug exposure and required protocol processing.
If the participant is to be included in the analysis, it will vary by outcome e.g.. analysis of harms (adverse events) is sometimes restricted to participants who received the intervention, so that absence or occurrence of harm is not attributed to a treatment that was never received. To avoid:
1. Selection bias, an “as randomised” analysis retains participants in the group to which they were originally allocated.
1. Attrition bias, outcome data obtained from all participants are included in the data analysis, regardless of protocol adherence.

These two conditions (i.e., all participants, as randomised) define an “intention to treat” analysis, which is widely recommended as the preferred analysis strategy. 
 
12.8 [bookmark: _Toc240819224][bookmark: _Toc240989333]Procedure(s) to account for missing or spurious data 

Aim: to describe how missing data will be dealt with
The protocol should describe:
1. The strategies to maximise follow-up and prevent missing data.
1. How recording of reasons for missing data will be undertaken.
1. How missing data will be handled in the analysis and detail any planned methods to impute (estimate) missing outcome data, including which variables will be used in the imputation process (if applicable). Methods of multiple imputation are more complex but are widely preferred to single imputation methods (e.g.., last observation carried forward; baseline observation carried forward), as the latter introduce greater bias and produce confidence intervals that are too narrow. Sensitivity analyses are highly recommended to assess the robustness of trial results under different methods of handling missing data.

12.9 [bookmark: _Toc240819225][bookmark: _Toc240989334]Other statistical considerations.

Aim: to describe any other statistical consideration pertinent to the trial.
The protocol should describe:
· Procedures for reporting any deviation(s) from the original statistical plan (including unscheduled unblinding for blinded trials).
· Any other statistical considerations e.g.. if there is a requirement for an economic analysis plan in which case it should be included in this section

12.10 [bookmark: _Toc240819226][bookmark: _Toc240989335]Economic evaluation

Include this section only if economic evaluation will be carried out.
If economic evaluation is to be undertaken this section should include the rationale for inclusion of the economic investigation and means of assessment. 
NB it should be written by the health economic investigator.




13 [bookmark: _Toc240819227][bookmark: _Toc240989336]DATA MANAGEMENT 
13.1 [bookmark: _Toc240819228][bookmark: _Toc240989337]Data collection tools and source document identification
Aim: to describe procedures for data collection, recording and handling
Trial data will be recorded in the electronic case report form (eCRF),[insert eCRF system name], and, where applicable, in [insert name and purpose of other data capture system(s) e.g. electronic questionnaires or diaries]. The source data and source documents for the trial will be defined before recruitment begins and documented in the Data Management Plan and/or source data agreement (edit as applicable).
Data must be attributable, legible, contemporaneous, original, accurate, complete, consistent, enduring and available when required. Data entered into trial systems must be supported by, and verifiable against, the source records, unless the protocol or source data agreement specifies that the data are entered directly and the relevant electronic record is the source (see guidance below).  
Participants will be identified in trial systems by a unique trial identification number. 
Include only if all trial data entered into eCRF will be pseudonymised: Direct identifiers will not be entered.
 If identifiable personal data is being collected, include the following:
Please note that, for this trial, participants must consent to their <list all that apply e.g.. name, address, NHS/CHI number being supplied to the Sponsor [insert how this is provided e.g.. system name and refer to section 15.7 for details of how confidentiality will be maintained]. This is: List reasons below, e.g..:
· for flagging with data registries e.g.. NHS England (Digital)
· to send QoL forms (or similar) directly to participants 
· to assist with follow-up via GPs

CRFs as Source Documents
If the protocol allows data to be entered directly onto the case report forms (CRF), the CRF would then be considered a source document. If the CRF is then transmitted to the sponsor, it is necessary for the trial trial location to retain a copy to ensure that the PI has an independent account from the sponsor as to what has occurred during the trial at his/her location. Additional information can be found in ICH E6, section 6.4.9. 
13.2 [bookmark: _Toc240989338]Electronic data capture systems
The eCRF will be developed and maintained by [insert responsible organisation] using [insert eCRF system name] it will be hosted on secure servers by [insert responsible organisation]. Access to the eCRF will be provided to trial location staff by [insert details], refer to full details [insert details of manual]. eCRF access is strictly restricted through user-specific passwords to the authorised trial location staff members.
Include further details as necessary or refer to data management plan. Repeat for other systems
SAE Dundee
Serious adverse event (SAE) data will be collected separately in SAE Dundee.  SAE Dundee will be hosted on secure servers by the University of Dundee Health Informatics Centre. Authorised trial location staff will enter SAE reports and follow-up information directly into SAE Dundee in accordance with the reporting requirements and timelines specified in the Pharmacovigilance section of this protocol.
Relevant SAE data will also be recorded in the eCRF. Data held in SAE Dundee will be periodically reconciled with the eCRF to identify and resolve discrepancies and to confirm the completeness and consistency of SAE records. The reconciliation process, responsibilities, frequency and documentation will be described in the Data Management Plan. 
Access to the eCRF and SAE Dundee (insert additional data capture systems as relevant where the same information applies) will be limited to appropriately trained and authorised personnel using individual user accounts. Login details must not be shared. Access will be granted according to role and removed when no longer required. Electronic systems will maintain an audit trail recording data entry and changes, including the user, date and time and, where applicable, the reason for change. 
13.3 [bookmark: _Toc240819229][bookmark: _Toc240989339]Data entry, review and queries 
Data will be entered by trained and delegated trial location staff within [insert timeframe] of the relevant visit, assessment or receipt of information. The Principal Investigator is responsible for ensuring that data reported by their trial location are accurate, complete and supported by the source records.
Data will be reviewed using programmed validation checks and risk-proportionate central and/or manual review. Queries will be raised with the trial location and must be answered within [insert timeframe]. Corrections must be made by authorised personnel through the relevant system and must not obscure the original entry. Detailed data validation, cleaning, reconciliation and quality-control procedures will be described in the Data Management Plan. 
13.4 [bookmark: _Toc240819230][bookmark: _Toc240989340]Data review, database lock and transfer
Before database lock, outstanding data queries and required reconciliations will be completed or otherwise documented, including reconciliation between the eCRF, SAE Dundee and any other relevant data capture systems. The Principal Investigator or delegate will provide electronic confirmation of participant data where required.
Database lock will be authorised in accordance with the Data Management Plan. Following lock, the final dataset will be securely exported and transferred to authorised recipients in an agreed format for statistical analysis and reporting. Any post-lock changes must be exceptional, authorised, documented and traceable.
13.5 [bookmark: _Toc392504595][bookmark: _Toc240819231][bookmark: _Toc240989341]Access to Data
Direct access will be granted to authorised representatives from the Sponsor, host institution and the regulatory authorities to permit trial-related monitoring, audits and inspections in line with participant consent.
The Investigator(s) will permit trial-related monitoring, audits, REC review, and regulatory inspections by providing the Sponsor(s), Regulators and REC direct access to source data and other records (e.g.. participants’ case sheets, blood test reports, X-ray reports, histology reports etc.).
14 [bookmark: _Toc240819232][bookmark: _Toc240989342]TRIAL MONITORING AND OVERSIGHT
Aim: to describe the procedures for monitoring and oversight of the trial. The trial monitoring plan and relevant charters can be referred to as appropriate.
14.1 [bookmark: _Toc240819233][bookmark: _Toc240989343]Monitoring
[bookmark: _Hlk62491093][bookmark: _Hlk62659585][bookmark: _Hlk62491081] Participating trial locations and PIs must agree to allow trial-related on-site monitoring, Sponsor audits, regulatory inspections and, in accordance with regulatory requirements, review by the independent ethics committee, by providing direct access to source data/records as required. Where permitted by trial locations policy, remote access to source data/documents may also be provided by participating trial locations for remote monitoring by KHP-CTO or its representatives. 
[bookmark: _Hlk62491171][bookmark: _Hlk62659602][bookmark: _Hlk67558919][bookmark: _Hlk43888374][bookmark: _Hlk58918921]Participants are informed of this in the participant information sheet and are asked to consent to their medical notes being reviewed by appropriate individuals on the consent form. KHP-CTO or its representatives will conduct all monitoring in compliance with the participant consent, policy and data protection requirements. 
[bookmark: _Hlk43887574]KHP-CTO will determine the appropriate level and nature of monitoring required, based on the objective, purpose, phase, design, size, complexity, endpoints, and risks associated with the trial. Risk will be assessed on an ongoing basis and adjustments made accordingly. 
[bookmark: _Hlk43887601]Details of monitoring activities will be included in the trial monitoring plan, based on the trial risk assessment, and conveyed to trial locations during initiation. The management of risks to the Critical to Quality Factors (CTQFs) identified for the trial involves a risk-proportionate approach. 
[bookmark: _Hlk43887741]The trial monitoring plan will be kept under review during the trial and updated information provided to trial locations as necessary.
14.2 [bookmark: _Toc240819234][bookmark: _Toc240989344]Oversight Committees
Include details of all committees that will be overseeing the trial, examples are included below and should be edited to reflect the trial. Refer to committee charters for full details.
Committees for NIHR portfolio trials should follow Research Governance Guidelines | NIHR
Eg at least 75% of members not from sponsor organisation or trial host organisations.
Suggested protocol text, include only the committees relevant to the trial and adapt text as appropriate:
1. Trial Steering Committee
The Trial Steering Committee will be composed of X independent members.  Independent members are independent of the sponsor and funding organisations and of any trial trial locations. The TSC will review the recommendations of the (Independent) Data Monitoring Committee and, on consideration of this information, recommend any appropriate amendments/actions for the trial as necessary, including any decision to prematurely discontinue the trial.  The TSC acts on behalf of and reports to the funder(s) and Sponsor.
1. Independent Data Monitoring (and ethics) Committee 
The IDMC will be composed of X members: a statistician and X. The role of the IDMC is to provide independent advice on data and safety aspects of the trial.  Meetings of the Committee will be held to review interim analyses [cross check with the Interim Analysis section 12.6], to address any issues.  The IDMC is advisory to the TSC and can recommend premature closure of the trial to the TSC.
1. Trial Management Group
The TMG will include the Chief Investigator and trial staff.  The TMF will be responsible for overseeing the trial.  The group will meet regularly (approximately XX times per year) and will send updates to PIs as necessary (for multi-centre trials only).
The TMG will review screening and recruitment data, SAEs and substantial modifications to trial prior to submission to the REC and/ or MHRA.  All PIs will be kept informed of substantial amendments through their nominated responsible individuals (for multi-centre trials only). 
14.3 [bookmark: _Toc240819235][bookmark: _Toc240989345]Quality Assurance
Include any plans for trial-specific quality assurance 
15 [bookmark: _Toc240819236][bookmark: _Toc240989346]ETHICAL AND REGULATORY CONSIDERATIONS
This trial will be conducted in accordance with the conditions and principles of GCP, as detailed in the International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH) GCP tripartite guidelines (E6), where applicable and in accordance with all applicable regulatory requirements including but not limited to the Research Governance Framework and the Medicines for Human Use (Clinical Trial) Regulations 2004 as amended by the Medicines for Human Use (Clinical Trials) (Amendment) Regulations 2025.
The trial will comply with the principles of the Declaration of Helsinki (except where it contravenes the requirements of the amended Clinical Trials Regulations),and will be conducted in accordance with the terms and conditions of the ethical approval given to the trial.

15.1 [bookmark: _Toc240819237][bookmark: _Toc240989347]Regulatory Compliance 

Aim: to demonstrate that the trial will comply with regulations
The protocol should state that:
1. The trial will not commence until a Clinical Trial Authorisation (CTA) is obtained from the MHRA and favourable REC opinion has been received. 
For trials using ionising radiation the protocol should state that:
170. [insert name of relevant procedure(s)] are compliant with the Ionising Radiation (Medical Exposure) Regulations, and appropriate review by a Medical Physics Expert and Clinical Radiation Expert has been undertaken.
Where a trial involves the administration of radioactive substances the protocol should clearly identify that a current Administration of Radioactive Substances Advisory Committee (ARSAC) certificate will be required for each trial location and, where exposures are additional to normal standard of care, a research ARSAC certificate will be required for each trial location.
NB Ionising radiation includes:
1. X-rays, CT scans, DXA scans.
1. Radiotherapy (including brachytherapy and radionuclide therapy, using unsealed sources).
1. Radionuclide studies (including nuclear medicine imaging, PET-CT and in vitro measurements).
1. Administration of a radioactive substance
Neither MRI nor ultrasound involve ionising radiation.
There is a legal and ethical need to justify the use of ionising radiation in research protocols.  Be aware that the Ionising Radiation (Medical Exposure) Regulations relate to any research exposure, not only to those additional to routine clinical care.  
Special consideration should be given to potential variation in procedure at trial locations; what might be routine at one trial location could be additional to routine care at another trial location.
15.2 [bookmark: _Toc240819238][bookmark: _Toc240989348]Ethical & Regulatory Approval

This protocol and related documents will be submitted for review to Health Research Authority (HRA), Research Ethics Committee (REC), and to the Medicines and Healthcare products Regulatory Agency (MHRA) for Clinical Trial Authorisation. Any subsequent modifications will be submitted to the REC, HRA and Regulatory Authorities for approval as appropriate.  
Prior to trial location recruitment, and implementation of modifications (where appropriate), the Sponsor must receive local trial location approvals e.g..  NHS permission in writing from the Trust Research & Development (R&D) department known as confirmation of capability and capacity. Trial locations will only be activated when all necessary local approvals for the trial have been obtained.

15.3 [bookmark: _Toc240989349]Public and Patient Involvement
Aim: to describe the involvement of Patients and Public in the research
This section of the protocol should detail which aspects of the research process have actively involved, or will involve, patients, service users, and/or their carers, or members of the public in particular;
1. Design of the research.
1. Management of the research.
1. Undertaking the research.
1. Analysis of results.
1. Dissemination of findings.
1. 
Guidance on involving patients and the public in research can be found on the INVOLVE website. http://www.invo.org.uk/


15.4 [bookmark: _Toc240819239][bookmark: _Toc240989350]Modifications

Guidance on the categorisation of modifications can be found on the HRA website. http://www.hra.nhs.uk/resources/after-you-apply/amendments/
Any modification to the trial will be submitted to the REC, HRA and regulatory authorities for approval as appropriate.  
The process for development, review, submission and recording of modifications by or on behalf of trial sponsor is detailed in the KHP-CTO SOP 12 Application and Maintenance of a Clinical Trial Authorisation.
15.5 [bookmark: _Toc240819240][bookmark: _Toc240989351]Protocol compliance 

Aim: to demonstrate how protocol compliance will be managed and documented
Protocol deviations are departures from the approved protocol. GCP non-compliances are departures from GCP.
Prospective, planned deviations or waivers to the protocol are not allowed under the UK regulations on Clinical Trials and must not be used e.g.. it is not acceptable to enrol a participant if they do not meet the eligibility criteria or restrictions specified in the trial protocol.
Accidental protocol deviations and GCP non-compliances can happen at any time. Organisations involved in the conduct of the trial must notify KHP-CTO of all deviations from the protocol and GCP immediately. When a deviation report is report is requested, this should be provided to KHP-CTO.
If trial location staff are unsure whether a certain occurrence constitutes a deviation from the protocol or GCP, contact the KHP-CTO to discuss.
KHP-CTO will assess all deviations and non-compliances to see if they meet the definition of a serious breach.
[bookmark: _Toc303179291]Deviations from the protocol which are found to frequently recur are not acceptable, will require immediate action and could potentially be classified as a serious breach.

15.6 [bookmark: _Toc240819241][bookmark: _Toc240989352]Notification of Serious Breaches to GCP and/or the protocol 
Aim: to demonstrate how serious breaches will be managed
A “serious breach” is defined as a breach of the protocol or of the conditions or principles of Good Clinical Practice which is likely to affect to a significant degree the safety or physical or mental integrity of the trial participants, or the scientific value of the trial.
Systematic or persistent non-compliance by a site with GCP and/or the protocol, including failure to report SAEs occurring on trial within the specified timeframe, may be deemed a serious breach.
In cases where a serious breach has been identified, KHP-CTO will inform the MHRA and REC within 7 calendar days of becoming aware of the breach.

15.7 [bookmark: _Toc240819242][bookmark: _Toc240989353]Data protection and participant confidentiality 

Aim; To describe how participant confidentiality will be maintained and how the trial is compliant with the requirements of the Data Protection Act 2018 and the UK GDPR. 
Pseudonymised participant data, including participant ID, initials, age and sex, (amend/delete as required and cross check with the information in IRAS, PIS and consent form) will be collected by [Insert sponsor] via [insert name of eCRF and SAE Dundee ]. Investigators and trial trial location staff must comply with the requirements of the Data Protection Act 2018 and the UK GDPR with regards to the collection, storage, processing and disclosure of personal information and will uphold the Act’s core principles.  
Confidentiality of data entered in [insert name of eCRF and SAE Dundee ]. will be maintained through role-based access controls, secure storage, audit trails and contractual confidentiality obligations. 
[Insert sponsor] will be the Data Controller for the purposes of the UK GDPR as regards personal data processing for research purposes and will comply with the obligations placed on a Controller by the Data Protection legislation.  This includes being responsible for and able to demonstrate compliance with the principles relating to Processing of Personal Data (article 5 UK GDPR).  Processing of data including health data is lawful per article 6 GDPR under clause (a) consent of the data subject and clause (e) public interest.
[insert sponsor] will preserve participant confidentiality and will not reproduce or disclose, without prior consent, any information by which participants could be directly identified. Data will be stored in a secure manner.
The following is only required if participant identifiable data is being sent to a central laboratory or other third party. Amend section as required. 
Participant identifiable data, including full name/initials, date of birth and NHS number (or equivalent) will be provided to the [laboratory name] to process the samples (or other reason if different). [Laboratory name] will preserve participant confidentiality and will not disclose or reproduce any information by which participants could be identified.
15.8 [bookmark: _Toc240819243][bookmark: _Toc240989354]Financial and other competing interests for the chief investigator, PIs at each trial location and committee members for the overall trial management 
Aim: to identify and disclose any competing interests that might influence trial design, conduct, or reporting
At a minimum, disclosure should reflect:
ownership interests that may be related to products, services, or interventions considered for use in the trial or that may be significantly affected by the trial
commercial ties requiring disclosure include, but are not restricted to, any pharmaceutical, behaviour modification, and/or technology company
any non-commercial potential conflicts e.g.. professional collaborations that may impact on academic promotion.
However the oversight groups should determine what it is appropriate to report.
At the time of writing the protocol not all trial locations/personnel may have been identified. When this is the case then the protocol should state that this information will be collected and where it will be documented.
Describe the process for management of any declared interest.

15.9 [bookmark: _Toc240819244][bookmark: _Toc240989355]Funding
[Trial funder(s)] is/are supporting the central coordination of the trial also add any details of funding for other aspects of the trial and include details on any funding provided to trial locations and details of any free/discounted drug supply and details of any payments to trial locations.

15.10 [bookmark: _Toc240819245][bookmark: _Toc240989356]Indemnity
Aim: to fully describe indemnity arrangements for the trial
If equipment is to be provided to trial location(s) for the purposes of the trial, the protocol should describe what arrangements will be made for insurance and/ or indemnity to meet the potential legal liability arising in relation to the equipment (e.g.. loss, damage, maintenance responsibilities for the equipment itself, harm to participants or trial location staff arising from the use of the equipment) 
Select t text as appropriate:
KCL sponsored: King’s College London provides no fault liability insurance in the event of harm
arising from the study design. UK NHS recruiting trial locations provide indemnity in the event
of clinical negligence.
Trust sponsored: NHS Resolution cover applies in respect of any claims arising as a result of negligence by its employees, brought by or on behalf of a trial participant.

15.11 [bookmark: _Toc240819246][bookmark: _Toc240989357]Post trial care
Aim: to describe what care the sponsor will continue to provide to participants after the trial is completed, including whether funding arrangements are in place.
The Declaration of Helsinki states that “In advance of a clinical trial, sponsors, researchers and host country governments should make provisions for post-trial access for all participants who still need an intervention identified as beneficial in the trial. This information must also be disclosed to participants during the informed consent process” and that “in clinical trials, the protocol must also describe appropriate arrangements for post-trial provisions.”
The protocol should describe any interventions, benefits, or other care that the sponsor will continue to provide to participants after the trial is completed, and provide justification if continued access to the trial treatment(s) will not be funded. See the link for guidance https://www.gov.uk/government/publications/guidance-on-attributing-the-costs-of-health-and-social-care-research.
15.12 [bookmark: _Toc240819247][bookmark: _Toc240989358]Access to the final trial dataset
Aim: to describe who will have access to the final dataset
The Chief Investigator will act as custodian for the trial data on behalf of sponsor.  The following guidelines will be strictly adhered to:
1. Participant data will be pseudonymised
1. All data will be handled in accordance with the Data Protection Act (2018). All trial data will be stored in line with the Medicines for Human Use (Clinical Trials) Amended Regulations 2004 as amended and the Data Protection Act.
16 [bookmark: _Toc240819248][bookmark: _Toc240989359]Trial Closure
16.1 [bookmark: _Toc240819249][bookmark: _Toc240989360]End of trial
The end of the trial should be clearly defined in the protocol. The sponsor must notify the MHRA of the end of a clinical trial within 90 days of its completion. It is usually the date of the last visit/data item of the last participant undergoing the trial or completion of data analysis.
When determining the end of trial definition ensure it aligns with trial endpoints.  Also ensure that the agreed EOT definition is easily trackable to facilitate meeting regulatory reporting timelines.  
Examples:
1. Linked to trial endpoints.
1. Date of the last participant last visit or upon completion of data collection following last participant last visit.
1. Upon completion of all data collection and sample analysis.
Note: In the UK all human tissue/biological sample movement and analysis covered by REC approval for a trial must be completed before the end of trial is declared. After this point, samples can only be kept for data verification purposes (for a maximum of 12 months) and this should be detailed in the protocol. Any retained human tissue/biological samples for possible future evaluation after the end of study has been declared should be with the appropriate licence and should be undertaken as described in the protocol and within the terms of consent from the donors. To ensure storage of human tissue/biological samples after the end of the trial is lawful, either: 
· Store the samples in an establishment with a HTA licence 
· Apply for ethical approval of a new project 
Otherwise, the samples must be destroyed. 

16. [bookmark: _Toc240819250][bookmark: _Toc240989361]Early Discontinuation of the Trial
The trial may be stopped before completion, for example due to an Urgent Safety Measure (USM) on the recommendation of the TSC or IDMC. Adapt and list other reasons trial may be terminated early as applicable to trial. 
16.3 [bookmark: _Toc240989362]Archiving
Aim: to describe the process for archiving the trial documentation at the end of the trial.

At the end of the trial KHP-CTO will securely archive essential documents and records for the trial for a minimum of 25 years after completion of the trial in accordance with the regulatory requirements and the KHP-CTO Archiving Essential Records SOP.  Arrangement for confidential destruction will then be made.
It is the responsibility of PIs to ensure data and all essential records relating to the trial held at trial location are retained securely for a minimum of 25 years after the completion of the trial in accordance with regulatory requirements.
For trials with Advanced Therapy Investigational Medicinal Products (ATIMPs) the following must be included:
For clinical trials involving an Advanced Therapy Investigational Medicinal Product, ATIMP traceability records must be retained for a minimum of 30 years after the expiry date of the ATIMP, or for a longer period where required by the clinical trial authorisation.
To comply with the regulatory requirements, each responsible party (the Sponsor of the trial, the tissue establishments/procurement organisation, the manufacturer and the investigator/institution where the ATIMP is used) must ensure that the documents in an ATIMPs, are archived for a minimum 30 years after the expiry date of the ATIMP.
17 [bookmark: _Toc240819251][bookmark: _Toc240989363]DISSEMINATION POLICY
17.1 [bookmark: _Toc240819252][bookmark: _Toc240989364]Dissemination policy
Aim: to describe the dissemination policy for the trial.
It is intended that the results of the study will be reported and disseminated at international conferences and in peer-reviewed scientific journals. Add additional details as appropriate
A summary of trial results including a lay summary will be posted on ISRCTN (and other registry if applicable) within 12 months of the conclusion of the trial.
Trial participants will be offered a summary of the trial results within 12 months of the conclusion of the trial. Add additional details regarding sharing results with participants as appropriate, ensure the information in the protocol is consistent with the Participant information sheet and IRAS application.

17.2 [bookmark: _Toc240819253][bookmark: _Toc240989365]Authorship eligibility guidelines and any intended use of professional writers

Aim: to describe who will be granted authorship on the final trial report

The final report will be written by the Chief Investigator with appropriate support from the TMG members such as the statistician. Adapt / add to text as applicable
18 [bookmark: _Toc240819254][bookmark: _Toc240989366]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



19 [bookmark: _Toc240819255][bookmark: _Toc240989367][bookmark: _Toc240819256]APPENDICES
19.1 [bookmark: _Toc240989368]Appendix X – Protocol version history

	Protocol:
	
	Modifications:
	

	Version no.
	Date
	Modifications no. 
	Protocol Section (no./title)
	Summary of main changes from previous version with reasons

	1
	
	
	
	

	
	
	
	
	




List details of all protocol modifications here whenever a new version of the protocol is produced.
Protocol modifications must be submitted to the KHP-CTO and R&D office for approval prior to submission to the REC committee or MHRA.
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