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[bookmark: _Toc71895286]KEY TRIAL CONTACTS
Insert full details of the key trial contacts including the following; please add/remove headings as necessary.
	Chief Investigator
	Full contact details including phone, email and fax numbers


	Sponsor
	Name and full contact details including phone and email of the organisation sponsoring the trial

	Funder(s)
	Names and contact details of all the organisations providing funding and /or support in kind for this trial.  


	Clinical Trials Unit
	Full contact details including phone, email and fax numbers (If applicable)


	Statistician
	Full contact details including phone, email and fax numbers


	Committees
	Head of committee
Full contact details including phone, email and fax numbers 




[bookmark: _Toc71895287]LAY SUMMARY 
Suggested length is 300 words. 
[bookmark: _Toc71895288]SYNOPSIS
It may be useful to include a brief synopsis of the trial for quick reference and/or to use as a standalone document. Complete information and, if required, add additional rows.
	Trial Title
	Please ensure this is in accordance with the title page and the ethics application form 

	Internal ref. no. (or short title)
	Please ensure this is in accordance with the title page and the ethics application form

	Trial registration
	Trial identifier, registry name, registration number and date of registration. If not yet registered, name of intended registry. 

	Sponsor 
	 Name and address of Sponsor

	Funder 
	Names and contact details of all the organisations providing funding and /or support in kind for this trial.  

	Clinical Phase 
	

	Trial Design
	

	Trial Participants
	

	Sample Size
	

	Planned Trial Period 
	Include both the total length of the project and the duration of an individual participant’s involvement (intervention phase and all follow up – including any long term follow up via medical records and registries etc.).  

	Planned Recruitment period 
	Indicate start and end dates for recruitment 

	
	Objectives
	Outcome Measures
	Timepoint(s) 

	Primary

	

	

	


	Secondary

	

	

	


	Intervention(s)

· IMP(s)

· nIMP(s)


· Other intervention(s) 
	

Provide Formulation, Dose, Route of Administration for each  named Investigational Medicinal Product(s)

Where applicable, provide details of non- Investigational Medicinal Product(s) used in the trial.  

If there is an additional investigational intervention such as radiotherapy, surgery or device use provide the relevant details here in addition to the IMP details above.  

	Comparator 
	Provide Formulation, Dose, Route of Administration for each  named comparator 



[bookmark: _Toc71895289]ABBREVIATIONS
Define all unusual or ‘technical’ terms related to the trial.  Add or delete line items as appropriate to your trial.  Maintain alphabetical order for ease of reference.
	AE
	Adverse event

	AR 
	Adverse reaction

	CI
	Chief Investigator

	CRA
	Clinical Research Associate (Monitor)

	CRF
	Case Report Form

	CRO 
	Contract Research Organisation

	CT
	Clinical Trials

	CTA
	Clinical Trials Authorisation

	CTRG
	Clinical Trials and Research Governance

	DMC/DMSC
	Data Monitoring Committee / Data Monitoring and Safety Committee

	DSUR
	Development Safety Update Report

	GCP
	Good Clinical Practice

	GTAC
	Gene Therapy Advisory Committee

	IB
	Investigators Brochure

	ICF
	Informed Consent Form

	ICH
	International Conference on Harmonisation

	IMP
	Investigational Medicinal Product

	IRB
	Independent Review Board

	RES
	 Research Ethics Service 

	OXTREC
	Oxford Tropical Research Ethics Committee

	PI
	Principal Investigator

	PIL
	Participant/ Patient Information Leaflet

	REC
	Research Ethics Committee

	RSI
	Reference Safety Information 

	SAE
	Serious Adverse Event

	SAR
	Serious Adverse Reaction

	SDV
	Source Data Verification

	SMPC
	Summary of Medicinal Product Characteristics

	SOP
	Standard Operating Procedure

	SUSAR
	Suspected Unexpected Serious Adverse Reactions

	TMF
	Trial Master File



[bookmark: _Toc71895290]BACKGROUND AND RATIONALE
Include the following adding sub headings if needed:
Summarise briefly the main characteristics of the disease being studied and any possible opportunity for better treatment. Include information on the current standard therapy with indication as to why a trial of a new intervention is needed. 
Description of the population to be studied.
Name, description and characteristics of the investigational medicinal product(s) (may include mechanism of action). For CTIMPS, indicate if the IMP has or has not a marketing authorisation in the relevant countries.
Provide a brief summary of findings from non-clinical studies (if relevant) that potentially have clinical significance and from other clinical trials relevant to this trial.
Summary of the known and potential risks and benefits, if any, to human participants with a cross reference to the fuller detail provided in the safety reporting section if required.
Brief description of the rationale for undertaking the trial with justification for the choice of the trial intervention/IMP(s), and the route of administration, dosage, dosage regimen, and treatment period. If applicable, include explanation for the choice of comparators also.  
References to literature and data that are relevant to the trial and that provide background for the trial.
For early phase studies, clearly state the number of patients who have already received the IMP(s).
[bookmark: _Toc71895291]OBJECTIVES AND OUTCOME MEASURES
There is usually only one primary objective, the rest are secondary objectives.
The wording of the objectives and outcomes provided below should be clear, unambiguous and as specific as possible – the trial will be judged on how, and how well, the objectives were satisfied. The definitions should include specific measurement variables (e.g., systolic blood pressure or Incidence and severity of adverse events or Disability Rating Index etc.,) analysis metrics (e.g., change from baseline measurement or time to event etc.,) and, where relevant, the time point for each outcome measure. Additional more detailed descriptions and definitions of outcomes for all primary and secondary outcomes may also be provided elsewhere in the protocol (e.g., in the statistics section) with a cross reference to the summary information here. 

Complete table below with all relevant information.
Please ensure these are in accordance with those stated in the synopsis above and on the ethics application form.
	Objectives
	Outcome Measures 
	Timepoint(s) of evaluation of this outcome measure (if applicable)

	Primary Objective
Example: To compare the effect of treatment A versus treatment B on the levels of protein X in the blood
	Describe the outcome measures and how/when they will be measured during the trial.
Outcome measures should reflect the objectives. It is important that only one primary 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 9.
Example:  Concentration of protein X in blood samples from participants on each treatment arm.
	Example:  Blood sampling at day 0 and day 28 post-treatment

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

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



[bookmark: _Toc71895292]TRIAL DESIGN
Briefly summarise the overall trial design by type of trial (e.g., double-blind, placebo-controlled, parallel design, open labelled, observational) and framework (e.g., superiority, equivalence, non-inferiority, exploratory).  Avoid repetition as full details will be given in later sections.
Briefly summarise the trial setting (e.g., hospitals, care homes, academic centres etc.) indicating number of trial sites, types of site (e.g., recruiting, providing intervention, continuing care etc.,) and naming the countries where trial data will be collected.  
Give the expected duration of participant involvement providing concise details of the number of visits, including description of the sequence and duration of all trial periods e.g. screening, treatment, and post-treatment follow-up. Include a chart of the flow of the participant through the study (here, or as an appendix), if appropriate.  
Briefly describe processes for collecting data, and why this method will be used (e.g. type of equipment, questionnaire, interview schedule, observation schedule). Avoid repetition as full details will be given in later sections.
Include a flowchart for the project as a whole (here, or as an appendix), if appropriate.
For trials involving Dose Escalation (DE) define an absolute minimum for review in terms of numbers of participants and data to be reviewed. Note: It will be assumed that all participants in the cohort and all data at all the timepoints will be reviewed in the DE decision meeting, unless the protocol states otherwise. For guidance on GCP-compliant Dose Escalation plans see: 
https://mhrainspectorate.blog.gov.uk/2018/11/26/dose-escalation-is-it-gcp-compliant/ https://www.ema.europa.eu/news/revised-guideline-first-human-clinical-trials
[bookmark: _Toc71895293]PARTICIPANT IDENTIFICATION
[bookmark: _Toc71895294]Trial Participants
Give an overall description of the trial participants.  
Example:
Participants with <medical condition> of <xyz> severity and <other symptoms/disease specific criteria> and/or healthy volunteers aged <insert age>.
[bookmark: _Toc71895295]Inclusion Criteria
Example criteria only (amend as appropriate):
· Participant is willing and able to give informed consent for participation in the trial.
· Male or Female, aged 18 years or above.
· Diagnosed with required disease/severity/symptoms, any specific assessment criteria for these, or, if healthy volunteer trial: be in good health.
· (alter as required) Stable dose of current regular medication (specify type if needed) for at least 4 weeks prior to trial entry. If healthy volunteer trial: have had no course of medication, whether prescribed or over-the-counter, in the four weeks before first trial dose and no individual doses in the final two weeks other than mild analgesia, vitamins and mineral supplements or, for females, oral contraceptives.
· Female participants of child bearing potential and male participants whose partner is of child bearing potential must be willing to ensure that they or their partner use effective contraception during the trial and for 3 months thereafter*. 
· Participant has clinically acceptable laboratory and ECG results (specify any other additional assessments) within <insert duration> of enrolment.
· In the Investigator’s opinion, is able and willing to comply with all trial requirements.
· Willing to allow his or her medical practitioner, if appropriate, to be notified of participation in the trial.
· Additional trial specific criteria as required.

* NOTE where the use of effective contraception is a protocol requirement a section on Contraception and Pregnancy should be added to the safety reporting section with corresponding information in the Participant Information Sheet. 
[bookmark: _Toc512247617][bookmark: _Toc512248044][bookmark: _Toc517947357][bookmark: _Toc517947609][bookmark: _Toc518286892][bookmark: _Toc519762886][bookmark: _Toc519763711][bookmark: _Toc519767637][bookmark: _Toc71895296]Exclusion Criteria
Example criteria only (amend as appropriate):
The participant may not enter the trial if ANY of the following apply:
· Female participant who is pregnant, lactating or planning pregnancy during the course of the trial.
· Significant renal or hepatic impairment.
· Scheduled elective surgery or other procedures requiring general anaesthesia during the trial.
· Participant with life expectancy of less than 6 months, or is inappropriate for placebo medication.
· Any other significant disease or disorder which, in the opinion of the Investigator, may either put the participants at risk because of participation in the trial, or may influence the result of the trial, or the participant’s ability to participate in the trial.
· Participants who have participated in another research trial involving an investigational product in the past 12 weeks.
· Additional trial specific criteria as required.
Note: ensure each criterion is stated as either an inclusion or an exclusion criterion, but not as both. For example, it is not necessary to include ‘Male or female aged under 18’ among the example exclusion criteria above as this is already covered by the inclusion criterion ‘Male or female, aged 18 or above’. 
[bookmark: _Toc71895297]TRIAL PROCEDURES
Add a schedule of procedures either here or as an appendix.
[bookmark: _Toc71895298]Recruitment
Describe how recruitment centres will be selected.
Describe how potential participants will be identified, approached, screened, and recruited (registered and /or randomised). 
[bookmark: _Toc71895299]Screening and Eligibility Assessment
Specify the maximum duration allowed between screening and registration and/or randomisation (if applicable). 
State that protocol waivers are not permitted. 
Describe the screening procedures in detail, such as demographics, medical history, concomitant medication, physical examination, ECG, laboratory tests, biopsies and samples, scans.
Specify if rescreening will be permitted and any conditions or restrictions on this.  
If any screening procedures (such as blood sampling) require prior informed consent, then this section should be moved to between ‘Informed Consent’ and ‘Randomisation’. If participants are first consented and then registered to the trial for screening purposes before being later randomised to a trial arm, then place the screening and eligibility section between ‘Informed Consent’ and ‘Registration’. If applicable, provide details of how the registration procedure relates to the randomisation procedure. 
[bookmark: _Toc71895300]Informed Consent
You need to specify who will take Informed Consent, how, and when it will be taken. Informed Consent must be obtained prior to any trial related procedures being undertaken. In the example below participant* can be substituted by parent/guardian or legally authorised representative, as appropriate, make sure that the term is consistent throughout the document. 
Example:
The participant* must personally sign and date the latest approved version of the Informed Consent form before any trial specific procedures are performed.
Written and verbal versions of the Participant Information and Informed Consent will be presented to the participants detailing no less than: the exact nature of the trial; what it will involve for the participant; the implications and constraints of the protocol; the known side effects and any risks involved in taking part. It will be clearly stated that the participant is free to withdraw from the trial at any time for any reason without prejudice to future care, without affecting their legal rights and with no obligation to give the reason for withdrawal.
The participant will be allowed as much time as wished to consider the information, and the opportunity to question the Investigator, their medical practitioner or other independent parties to decide whether they will participate in the trial. Written Informed Consent will then be obtained by means of participant dated signature and dated signature of the person who presented and obtained the Informed Consent. The person who obtained the consent must be suitably qualified and experienced, and have been authorised to do so by the Chief/Principal Investigator. A copy of the signed Informed Consent will be given to the participant. The original signed form will be retained at the trial site.
[bookmark: _Toc508089366][bookmark: _Toc508089495][bookmark: _Toc508266865][bookmark: _Toc508283305][bookmark: _Toc508350730][bookmark: _Toc508350835][bookmark: _Toc512247623][bookmark: _Toc512248050][bookmark: _Toc517947363][bookmark: _Toc517947615][bookmark: _Toc518286898][bookmark: _Toc519762892][bookmark: _Toc519763717][bookmark: _Toc519767643][bookmark: _Toc71895301]Randomisation
If the trial is not randomised include a clear statement to that effect and change the section header to Registration or Enrolment as appropriate. Provide details of the trial registration procedure here (e.g., web-based registration system), notification system and instructions for sites if required.  
If applicable, describe how randomisation is going to be carried out for the trial. Specify the method for generating the randomisation schedule / allocation sequence (e.g., block allocation, simple computer generated random numbers, stratified randomisation) and include details of how this will be implemented for the trial (sequentially numbered list, sealed envelopes, telephone or web-based randomisation system). Where computerised systems are used, will there be need for a paper-based back up randomisation procedure for use in emergencies? 
Specify who will design the randomisation schedule (e.g., statistician, CRO) and who will hold the allocation code (e.g., pharmacy, independent organisation).  Provide details on the timing for randomisation in terms of the participant’s study schedule. Will randomisation be done at the same visit as the baseline visit for example, or must participants return for a randomisation visit? Will there be a run in period? State who will receive notification of a new participant/new randomisation, (e.g., trial pharmacist at site, site PI, central trial manager) and provide details as to how this will be communicated to them.   
[bookmark: _Toc71895302]Blinding and code-breaking
If there is no blinding in the trial, and/or no code breaking procedure, please state that clearly and retain the section header.  
In a blinded trial, specify who it is that is blinded to the allocation; e.g., the participant and/or the treating clinician; the central research team; the (independent) outcome assessors. Describe the steps taken to conceal the treatment/intervention allocation from the blinded parties. For example, it may be necessary that the full details of the method of randomisation not appear in the protocol document, that such information be held separately and confidentially. 
If the clinical condition of a participant necessitates breaking the allocation code, describe the procedures for this (who will do this, and how). For example, will individual envelopes per participant per period be supplied so that the code may be broken for a single participant without unblinding the whole trial? Or will the pharmacist access the randomisation schedule if required by the Investigator and supply the needed information? Cross reference to the ‘Safety Reporting’ section on SUSAR reporting and address steps to be taken to conceal the wider randomisation schedule after code-breaking for specific participants. 
If out of hours code-breaking will not be required due to the risk level of the IMP, state this and justify the decision.
[bookmark: _Toc519762895][bookmark: _Toc519763720][bookmark: _Toc519767646][bookmark: _Toc71895303]Baseline Assessments
Specify and describe all baseline assessments. They must reflect the objectives and outcome measures.
If there will only be one visit, this section should be renamed ‘Trial Visit’ and full details of this visit be included.  The next section ‘Subsequent Visits’ can be marked not applicable and the section header retained.
[bookmark: _Toc71895304]Subsequent Visits
Specify when participants will attend for visits/follow-up, and what assessments will be conducted. Specify if they are clinic visits, telephone assessments, or home visits by the trial staff. Add visit numbers and window periods if applicable. Clearly number these visits.
For each visit, list appropriate assessment, and consider inclusion of the following, where appropriate.  Refer to the trial schedule of procedures (appendix):
· [bookmark: _Toc534717896]eligibility check
· assessment of outcome measures
· assessments of safety including general (e.g. physical examination), specific safety assessments (e.g. specific laboratory tests according to the applicable product information and/or population) and adverse event collection
· dispensing of trial drug (and of standard of care drugs, if applicable)
· assessment of compliance with trial intervention /trial drugs
· recording of concomitant medications
[bookmark: _Toc71895305]Sample Handling
If not detailed previously, describe the samples that will be taken from each participant (e.g. blood, urine, tissue, etc.), the volume of sample, and the frequency of sampling. Clarify in this section whether the samples referred to in the protocol are taken as part of a standard of care pathway with the results accessed by the research team or are research samples for analysis under this protocol and/or ancillary studies or are taken for future research. Consider using separate sections such as:
[bookmark: _Toc71895306]9.8.1 Sample handling for trial purposes (delete subsection header if not required)  
[bookmark: _Toc71895307]9.8.2 Sample handling for tissue bank (delete subsection header if not required)  
[bookmark: _Toc71895308]9.8.3 Sample handling for standard of care (delete subsection header if not required)  

In each applicable subsection provide brief details as to how the sample will be processed and stored once taken; who for example will have access to the samples (i.e. Trial team only for this project, or will it be stored long-term for use in future ethically approved studies), and duration of storage (destroyed following local analysis; stored for 12 months following end of the study etc.). If the samples will be transferred to another organisation, state this clearly providing the name of the receiving institution and the country in which that organisation is situated. Provide an overview of the laboratory analyses that will be performed. Ensure that the appropriate information is included in the participant information sheet with corresponding clause(s) on the consent sheet(s). Note, if samples are being biobanked a separate information sheet and consent form for the biobank is required.   
If no samples will be taken, please state that clearly and retain the main section header.
[bookmark: _Toc508089371][bookmark: _Toc508089500][bookmark: _Toc508266870][bookmark: _Toc508283311][bookmark: _Toc508350736][bookmark: _Toc508350841][bookmark: _Toc512247629][bookmark: _Toc512248056][bookmark: _Toc517947372][bookmark: _Toc517947624][bookmark: _Toc518286907][bookmark: _Toc519762902][bookmark: _Toc519763727][bookmark: _Toc519767653][bookmark: _Toc71895309]Early Discontinuation/Withdrawal of Participants 
Example:
During the course of the trial a participant may choose to withdraw early from the trial treatment at any time.  This may happen for a number of reasons, including but not limited to:  
· The occurrence of what the participant perceives as an intolerable AE.  
· Inability to comply with trial procedures 
· Participant decision 

Participants may choose to stop treatment and/or study assessments but may remain on study follow-up. 
Participants may also withdraw their consent, meaning that they wish to withdraw from the study completely. In the case of withdrawal from both treatment and active follow up consider the following options for a tiered withdrawal from the study. Not all the options may be relevant to your study. The options elected for use in the study must be covered in the participant information sheet.    
According to the design of the trial, participants may have the following three options for withdrawal; 
1) Participants may withdraw from active follow-up and further communication but allow the trial team to continue to access their medical records and any relevant hospital data that is recorded as part of routine standard of care; i.e., CT-Scans, blood results and disease progression data etc.  

2) Participants can withdraw from the study but permit data and samples obtained up until the point of withdrawal to be retained for use in the study analysis.  No further data or samples would be collected after withdrawal. 

3) Participants can withdraw completely from the study and withdraw the data and samples collected up until the point of withdrawal. The data and samples already collected would not be used in the final study analysis. (Any limits to this type of withdrawal where, for example analysis of their data or samples has already been integrated into interim results or dose escalation decisions etc. should be explained in the participant information sheet). 

In addition, the Investigator may discontinue a participant from the trial treatment at any time if the Investigator considers it necessary for any reason including, but not limited to:
Example only (amend as appropriate):
· Pregnancy
· Ineligibility (either arising during the trial or retrospectively having been overlooked at screening)
· Significant protocol deviation
· Significant non-compliance with treatment regimen or trial requirements
· An adverse event which requires discontinuation of the trial medication or results in inability to continue to comply with trial procedures
· Disease progression which requires discontinuation of the trial medication or results in inability to continue to comply with trial procedures                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                             
Specify what follow up of participants that have withdrawn from treatment will consist of. 
Provide justification for any procedures and observations that will be required following a complete withdrawal (e.g., clinic visits during a safety wash out period) or that will continue to be required of all participants until the end of the trial; for example, would investigators be required to follow up SAEs until resolution or end of trial? Ensure that the appropriate information on these arrangements is included in the participant information sheet.
Wherever possible the data of randomised participants (or registered participants in the case of non-randomised trials) should be analysed. State whether withdrawal from the trial treatment will result in exclusion of the data for that participant from certain trial analyses. (Note that intention-to-treat analyses and analysis of all participants receiving the trial medication (e.g., most safety analyses) may require admission of data to analysis for participants that are withdrawn from treatment)
State whether or not withdrawn participants will be replaced and describe the conditions and limitations for this.
The type of withdrawal and reason for withdrawal will be recorded in the CRF.
If the participant is withdrawn due to an adverse event, the Investigator will arrange for follow-up visits or telephone calls until the adverse event has resolved or stabilised.
If a participant is withdrawn from treatment due to pregnancy the pregnancy will be followed-up to outcome. See the Safety Reporting section below.  
[bookmark: _Toc71895310]Definition of End of Trial
The definition of end of trial must be provided. In most cases the end of trial will be the date of the last visit of the last participant. Where long term follow up of participants is planned, the end of trial must include that follow-up period. 
Example:
The end of trial is the point at which all the data has been entered and queries resolved. 
[bookmark: _Toc512247632][bookmark: _Toc512248059][bookmark: _Toc512248892][bookmark: _Toc517938058][bookmark: _Toc517938208][bookmark: _Toc517947375][bookmark: _Toc517947627][bookmark: _Toc518286910][bookmark: _Toc519761052][bookmark: _Toc519761141][bookmark: _Toc519761230][bookmark: _Toc519762905][bookmark: _Toc519763730][bookmark: _Toc519767656][bookmark: _Toc71895311]TRIAL INTERVENTIONS 
The following sections may be adapted based on your trial classification.  Please refer to the MHRA risk-adapted approach document for guidance
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 

An investigational medicinal product (IMP) is a pharmaceutical form of an active substance or placebo being tested or used as a reference in a clinical trial, including products already with a marketing authorisation, but used or assembled (formulated or packaged) in a way different from the authorised form, or when used at an unapproved dose or for an unauthorised indication, or when used to gain further information about the authorised form. (EU clinical trial directive 2001/20/EC). 

[bookmark: _Toc71895312]Investigational Medicinal Product(s) (IMP) Description
Name and describe the trial treatment(s) including comparator or placebo if used. 
Confirm the marketing authorisation status of the IMP (and comparator(s) if applicable).  
Briefly describe the comparator and indicate whether it is standard of care and describe how it will be administered. 
Briefly describe the dosage, treatment duration and administration of trial medications.
Briefly describe the dosage form, packaging, and labelling of the trial medication(s) including Qualified Person (QP) release if applicable.
For labelling requirements, refer to Volume 4. Good Manufacturing Practices, Annex 13. Manufacture of investigational medicinal products, July 2010.
[bookmark: _Toc71895313]10.1.1. Blinding of IMPs
[bookmark: _Toc508089377][bookmark: _Toc508089506]If not detailed elsewhere then describe how the IMP(s) and placebo will be packaged to achieve and maintain effective blinding. (Cross reference to section 9.5 Blinding and code-breaking above, if appropriate). 
If there is no blinding of IMPs in the trial, please state that clearly and retain the section header.  
[bookmark: _Toc71895314]10.1.2. Storage of IMP
Describe the storage arrangements and required storage conditions of the trial treatment.  Will it be stored in the pharmacy?  If not using the pharmacy, describe the conditions for storage and any procedures for checking that appropriate temperatures are maintained etc.
[bookmark: _Toc71895315]10.1.3. Compliance with Trial Treatment
You need to describe how compliance is assessed, and how it will be defined for the trial (e.g. 80% doses taken). Will you ask the participants to keep a diary, bring all unused or part-used medication/vials and packaging from used medication at each visit? You may want to define significant non-compliance and what procedures will be taken if there is significant non-compliance.
[bookmark: _Toc71895316]10.1.4. Accountability of the Trial Treatment
Describe how medication including placebo will be accounted for (Is full accountability required or will a risk adapted approach be employed?) 
[bookmark: _Toc508350745][bookmark: _Toc508350850][bookmark: _Toc71895317]10.1.5. Concomitant Medication
List any contraindicated medications and check that they correspond with the exclusion and withdrawal criteria.
[bookmark: _Toc71895318]10.1.6. Post-trial Treatment
State if there will or will not be provision of the IMP beyond the trial period.
[bookmark: _Toc71895319]Other Treatments (non-IMPS)
A non-investigational medicinal product is a product which is not the object of investigation (i.e., is not the tested product, the placebo or the active comparator) and is supplied to participants in a trial and used in accordance with the protocol. For classification of NIMPS see
https://ec.europa.eu/health//sites/health/files/files/eudralex/vol-10/imp_03-2011.pdf     
Name and describe each Non-IMP (NIMP) supplied to trial participants. 
Briefly describe the dosage, treatment duration and administration of the NIMP trial medications.
As for IMPs, confirm the risk adapted arrangements for storage, tracking of compliance and accountability or contraindicated medications  
If there are no non-IMPs in the trial design, please state that clearly and retain the section header.  
[bookmark: _Toc512248069][bookmark: _Toc517947385][bookmark: _Toc517947637][bookmark: _Toc518286920][bookmark: _Toc519762915][bookmark: _Toc519763740][bookmark: _Toc519767666][bookmark: _Toc71895320]Other Interventions
If there is an additional investigational intervention such as radiotherapy, surgery or device use provide the relevant details here in addition to the IMP details above.  
If there are no additional interventions in the trial design, please state that clearly and retain the section header.  
[bookmark: _Toc71895321]SAFETY REPORTING
Please refer to the risk-adapted approach document as some of the following sections may be adapted based on your trial classification 
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 

Define the safety reporting window for the trial with a clearly stated starting point (e.g., from time of consent, from first administration of intervention etc.) and clearly stated end point (e.g. 30 days after last administration of the IMP, point that the participant completes the trial, end of trial). Note the end point will depend on the nature of the IMP. Advanced Therapy Medicinal Products, for example, have specific requirements over and above those for most trials and the MHRA and EMA websites should be consulted for their evolving guidance on ATMPs. 
Confirm the limit of investigator follow up of AEs (e.g., follow up until event resolution or stabilisation, to participant completion of the trial, to trial end etc.). Confirm if the follow up requirement is the same for all AEs or differs for some events (e.g., follow up until event resolution required for related events only). 
[bookmark: _Toc71895322]Adverse Event Definitions
	Adverse Event (AE)
	Any untoward medical occurrence in a participant to whom a medicinal product has been administered, including occurrences which are not necessarily caused by or related to that product.

	Adverse Reaction (AR)

	An untoward and unintended response in a participant to an investigational medicinal product which is related to any dose administered to that participant.
The phrase "response to an investigational medicinal product" means that a causal relationship between a trial medication and an AE is at least a reasonable possibility, i.e. the relationship cannot be ruled out.
All cases judged by either the reporting medically qualified professional or the Sponsor as having a reasonable suspected causal relationship to the trial medication qualify as adverse reactions.

	Serious Adverse Event (SAE)
	A serious adverse event is any untoward medical occurrence that:
· results in death
· is life-threatening
· requires inpatient hospitalisation or prolongation of existing hospitalisation
· results in persistent or significant disability/incapacity
· consists of a congenital anomaly or birth defect*.
Other ‘important medical events’ may also be considered a serious adverse event when, based upon appropriate medical judgement, the event may jeopardise the participant and may require medical or surgical intervention to prevent one of the outcomes listed above.
NOTE: The term "life-threatening" in the definition of "serious" refers to an event in which the participant was at risk of death at the time of the event; it does not refer to an event which hypothetically might have caused death if it were more severe.
*NOTE: Pregnancy is not, in itself an SAE.  In the event that a participant or his/her partner becomes pregnant whilst taking part in a clinical trial or during a stage where the foetus could have been exposed to the medicinal product (in the case of the active substance or one of its metabolites having a long half-life) the pregnancy should be followed up by the investigator until delivery for congenital abnormality or birth defect, at which point it would fall within the definition of “serious”. 

	Serious Adverse Reaction (SAR)
	An adverse event that is both serious and, in the opinion of the reporting Investigator, believed with reasonable probability to be due to one of the trial treatments, based on the information provided.

	Suspected Unexpected Serious Adverse Reaction (SUSAR)
	A serious adverse reaction, the nature and severity of which is not consistent with the Reference Safety Information for                                                                                                                                                                                                                                                                                       the medicinal product in question set out:
· in the case of a product with a marketing authorisation, in the approved summary of product characteristics (SmPC) for that product
· in the case of any other investigational medicinal product, in the approved investigator’s brochure (IB) relating to the trial in question.


[bookmark: _Toc345574769][bookmark: _Toc345588410][bookmark: _Toc345588659]
[bookmark: _Toc345574770][bookmark: _Toc345588411][bookmark: _Toc345588660][bookmark: _Toc345574772][bookmark: _Toc345588413][bookmark: _Toc345588662]NB: to avoid confusion or misunderstanding of the difference between the terms “serious” and “severe”, the following note of clarification is provided: “Severe” is often used to describe intensity of a specific event, which may be of relatively minor medical significance. “Seriousness” is the regulatory definition supplied above.
[bookmark: _Toc508089386][bookmark: _Toc508089515]* NOTE if use of effective contraception is a protocol requirement a section on Contraception and Pregnancy should be added to the Safety Reporting Section of the protocol. See the MHRA website for Clinical Trial Facilitation Group’s guidance document on what constitutes effective contraception and pregnancy testing recommendations.
https://www.gov.uk/government/publications/common-issues-identified-during-clinical-trial-applications/useful-resources 
[bookmark: _Toc71895323]Assessment results outside of normal parameters as AEs and SAEs
Confirm which trial assessments are relevant (e.g., only laboratory results or also others such as ECGs, chest x-rays or other scans). Specify any predefined criteria for ‘abnormality’ that signify that an out of range result is to be reported as serious (e.g., Grade ≥3 elevation of ALT or AST lasting 8 days or more). Consider providing tables of adverse event grading criteria for the relevant trial assessments (e.g., a Laboratory AE Grading Chart indicating the limits at which ‘out of range’ laboratory results are Grade 1, Grade 2, Grade 3, and the point they are reportable as SAEs etc.). Where relevant, confirm if the clinical significance of an abnormal result will be determined on a case by case basis by the medically qualified investigator.     
[bookmark: _Toc71895324]Assessment of Causality
The relationship of each adverse event to the trial medication must be determined by a medically qualified individual according to the following definitions:
Example:
Related: The adverse event follows a reasonable temporal sequence from trial medication administration. It cannot reasonably be attributed to any other cause.  
Not Related: The adverse event is probably produced by the participant’s clinical state or by other modes of therapy administered to the participant.
Note: where the SAE form used for the trial employs additional options for expressing the probability of the causal relationship (e.g., definitely related, probably related, possibly related, probably not related and definitely not related) the binary definitions above may need to be supplemented and/or modified. If the SAE form includes the option ‘possibly related’ there should be a clear statement of whether events reported as ‘possibly related’ will be managed as not related or as related i.e., may be assessed as a SUSAR. 

[bookmark: _Toc519762921][bookmark: _Toc519763746][bookmark: _Toc519767672][bookmark: _Toc519762922][bookmark: _Toc519763747][bookmark: _Toc519767673][bookmark: _Toc71895325]Procedures for Reporting Adverse Events 
Note it may be possible to adopt a risk adapted approach here; consider whether all non-serious AEs need to be reported on the trial CRF, taking into account the safety profile of the IMP i.e. if the safety profile of the IMP is very well known then you may not need to report all or any non-serious AEs. If you decide not to report all non-serious AEs then state this and provide justification for not doing so. 
If all (or, all related) non-serious AEs are to be reported on the trial CRF, consider adapting text below as appropriate:
<All/all related> AEs occurring during the safety window for the trial as defined above that are observed by the Investigator or reported by the participant, will be reported on the trial CRF, <whether or not attributed to trial medication>.
The following information will be reported on the CRF: description, date of onset and end date, severity, assessment of relatedness to trial medication, other suspect drug or device and action taken.  Follow-up information should be provided as necessary.
The severity of events will be assessed on the following scale:  1 = mild, 2 = moderate, 3 = severe.
Non-serious AEs considered related to the trial medication as judged by a medically qualified investigator or the Sponsor will be followed up <either until resolution, or the event is considered stable>.
It will be left to the Investigator’s clinical judgment to decide whether or not an AE is of sufficient severity to require the participant’s removal from treatment.  A participant may also voluntarily withdraw from treatment due to what he or she perceives as an intolerable AE.  If either of these occurs, the participant must <Insert statement of requirements/conditions here (e.g., undergo an end of trial assessment and be given appropriate care under medical supervision until symptoms cease, or the condition becomes stable)>. The statement should be consistent with information specified in section 9.9: Early Discontinuation/Withdrawal of Participants above, and outlined in the Participant Information Sheet. 
[bookmark: _Toc71895326]Reporting Procedures for Serious Adverse Events
Note it may be possible to adopt a risk adapted approach here taking into account the nature of the disease under study and the safety profile of the IMP; consider whether all adverse events meeting the criteria for seriousness above will be subject to immediate reporting. Note certain foreseeable and predefined SAEs do not need to be reported immediately, these should be clearly specified and the decision(s) justified.  
All SAEs <other than those defined in this protocol as not requiring reporting> must be reported on the SAE Reporting Form to the Sponsor or delegate immediately or within 24 hours of Site Study Team becoming aware of the event being defined as serious.
[bookmark: _Toc71895327]11.5.1. Events exempt from immediate reporting as SAEs 
If relevant: specify if types of hospitalisation are not classed as SAEs: e.g., Hospitalisation for a pre-existing condition, including elective procedures planned prior to study entry, which has not worsened, does not constitute a serious adverse event; e.g., Hospitalisation for procedures and treatments specified within the protocol, and standard supportive care for the disease under study are not SAEs, and do not require SAE reporting. 

If relevant: specify if deaths due to the disease under study are exempt from reporting as SAEs (with instruction as to where in the trial CRF the information about this is captured). 

If relevant: specify if disease progression/ relapse/ recurrence are exempt from reporting as SAEs (with instruction as to where in the trial CRF the information about this is captured). 

If this section is not relevant to the trial, please state that clearly and retain the section header.  
[bookmark: _Toc71895328]11.5.2. Procedure for immediate reporting of Serious Adverse Events
If the trial is multicentre, or if the single research site and the sponsor delegate office are separate, you need to consider the coordination of SAE reporting for the whole trial and outline the plan for that here. 
Example (amend as needed):
· Site study team will complete an SAE report form for all reportable SAEs. 
· Where the SAE requires immediate reporting, the SAE report form will be scanned and emailed to <insert the relevant name and contact details for the sponsor delegate i.e., for the coordinating centre/CRO/CTU/CI team> immediately i.e., within 24 hours of site study team becoming aware of the event. 
· Site study team will provide additional, missing or follow up information in a timely fashion.
The processes for receipt, acknowledgement, and review of reported SAEs at the sponsor delegate’s office should also be outlined.
Specify who will review the SAE once reported to the sponsor delegate and the timelines for this. (e.g., pharmacovigilance officer, a local safety committee, nominated clinician, the trial DMC/DMSC). Review of SAEs must be timely, taking into account the reporting timeline for a potential SUSAR. 
If the SAE is a SAR it must be assessed for expectedness using the Sponsor and MHRA approved Reference Safety Information (RSI) current at the time of the event. It must be clear if the assessment of expectedness is completed at the reporting site by the local investigator or is made centrally by the sponsor delegate (e.g., PV officer, SAE Panel, Local safety Committee etc.). The design of the trial’s SAE form and any completion guidelines provided to site(s) should reflect this. 
[bookmark: _Toc512247648][bookmark: _Toc512248077][bookmark: _Toc517947393][bookmark: _Toc517947645][bookmark: _Toc518286928][bookmark: _Toc519762927][bookmark: _Toc519763752][bookmark: _Toc519767678][bookmark: _Toc508266888][bookmark: _Toc508283329][bookmark: _Toc508350755][bookmark: _Toc508350860][bookmark: _Toc512247649][bookmark: _Toc512248078][bookmark: _Toc517947394][bookmark: _Toc517947646][bookmark: _Toc518286929][bookmark: _Toc519762928][bookmark: _Toc519763753][bookmark: _Toc519767679][bookmark: _Toc508266889][bookmark: _Toc508283330][bookmark: _Toc508350756][bookmark: _Toc508350861][bookmark: _Toc512247650][bookmark: _Toc512248079][bookmark: _Toc517947395][bookmark: _Toc517947647][bookmark: _Toc518286930][bookmark: _Toc519762929][bookmark: _Toc519763754][bookmark: _Toc519767680][bookmark: _Toc508266890][bookmark: _Toc508283331][bookmark: _Toc508350757][bookmark: _Toc508350862][bookmark: _Toc512247651][bookmark: _Toc512248080][bookmark: _Toc517947396][bookmark: _Toc517947648][bookmark: _Toc518286931][bookmark: _Toc519762930][bookmark: _Toc519763755][bookmark: _Toc519767681][bookmark: _Toc508266891][bookmark: _Toc508283332][bookmark: _Toc508350758][bookmark: _Toc508350863][bookmark: _Toc512247652][bookmark: _Toc512248081][bookmark: _Toc517947397][bookmark: _Toc517947649][bookmark: _Toc518286932][bookmark: _Toc519762931][bookmark: _Toc519763756][bookmark: _Toc519767682][bookmark: _Toc508266892][bookmark: _Toc508283333][bookmark: _Toc508350759][bookmark: _Toc508350864][bookmark: _Toc512247653][bookmark: _Toc512248082][bookmark: _Toc517947398][bookmark: _Toc517947650][bookmark: _Toc518286933][bookmark: _Toc519762932][bookmark: _Toc519763757][bookmark: _Toc519767683][bookmark: _Toc508266893][bookmark: _Toc508283334][bookmark: _Toc508350760][bookmark: _Toc508350865][bookmark: _Toc512247654][bookmark: _Toc512248083][bookmark: _Toc517947399][bookmark: _Toc517947651][bookmark: _Toc518286934][bookmark: _Toc519762933][bookmark: _Toc519763758][bookmark: _Toc519767684][bookmark: _Toc71895329]Expectedness
For SAEs that require reporting, expectedness of SARs will be determined according to the relevant RSI section of the Investigators’ Brochure/Summary of Product Characteristics (delete as appropriate, please note some trials may have both). The RSI used (within the IB/SmPC) will be the current Sponsor and MHRA approved version at the time of the event occurrence. For assessment of expectedness in the Development Safety Update Report, see section 11.8 below. 
[bookmark: _Toc14343017][bookmark: _Toc14343018][bookmark: _Toc71895330]SUSAR Reporting
All SUSARs will be reported by the sponsor delegate to the relevant Competent Authority and to the REC and other parties as applicable. For fatal and life-threatening SUSARS, this will be done no later than 7 calendar days after the Sponsor or delegate is first aware of the reaction. Any additional relevant information will be reported within 8 calendar days of the initial report. All other SUSARs will be reported within 15 calendar days.
Treatment codes will be un-blinded for specific participants. 
Principal Investigators will be informed of all SUSARs for the relevant IMP for all studies with the same Sponsor, whether or not the event occurred in the current trial.
[bookmark: _Toc508266896][bookmark: _Toc508283337][bookmark: _Toc508350763][bookmark: _Toc508350868][bookmark: _Toc512247657][bookmark: _Toc512248086][bookmark: _Toc517947402][bookmark: _Toc517947654][bookmark: _Toc518286937][bookmark: _Toc519762936][bookmark: _Toc519763761][bookmark: _Toc519767687][bookmark: _Toc508266897][bookmark: _Toc508283338][bookmark: _Toc508350764][bookmark: _Toc508350869][bookmark: _Toc512247658][bookmark: _Toc512248087][bookmark: _Toc517947403][bookmark: _Toc517947655][bookmark: _Toc518286938][bookmark: _Toc519762937][bookmark: _Toc519763762][bookmark: _Toc519767688][bookmark: _Toc508266898][bookmark: _Toc508283339][bookmark: _Toc508350765][bookmark: _Toc508350870][bookmark: _Toc512247659][bookmark: _Toc512248088][bookmark: _Toc517947404][bookmark: _Toc517947656][bookmark: _Toc518286939][bookmark: _Toc519762938][bookmark: _Toc519763763][bookmark: _Toc519767689][bookmark: _Toc508266899][bookmark: _Toc508283340][bookmark: _Toc508350766][bookmark: _Toc508350871][bookmark: _Toc512247660][bookmark: _Toc512248089][bookmark: _Toc517947405][bookmark: _Toc517947657][bookmark: _Toc518286940][bookmark: _Toc519762939][bookmark: _Toc519763764][bookmark: _Toc519767690][bookmark: _Toc508266900][bookmark: _Toc508283341][bookmark: _Toc508350767][bookmark: _Toc508350872][bookmark: _Toc512247661][bookmark: _Toc512248090][bookmark: _Toc517947406][bookmark: _Toc517947658][bookmark: _Toc518286941][bookmark: _Toc519762940][bookmark: _Toc519763765][bookmark: _Toc519767691][bookmark: _Toc508266901][bookmark: _Toc508283342][bookmark: _Toc508350768][bookmark: _Toc508350873][bookmark: _Toc512247662][bookmark: _Toc512248091][bookmark: _Toc517947407][bookmark: _Toc517947659][bookmark: _Toc518286942][bookmark: _Toc519762941][bookmark: _Toc519763766][bookmark: _Toc519767692][bookmark: _Toc508266902][bookmark: _Toc508283343][bookmark: _Toc508350769][bookmark: _Toc508350874][bookmark: _Toc512247663][bookmark: _Toc512248092][bookmark: _Toc517947408][bookmark: _Toc517947660][bookmark: _Toc518286943][bookmark: _Toc519762942][bookmark: _Toc519763767][bookmark: _Toc519767693][bookmark: _Toc508266903][bookmark: _Toc508283344][bookmark: _Toc508350770][bookmark: _Toc508350875][bookmark: _Toc512247664][bookmark: _Toc512248093][bookmark: _Toc517947409][bookmark: _Toc517947661][bookmark: _Toc518286944][bookmark: _Toc519762943][bookmark: _Toc519763768][bookmark: _Toc519767694][bookmark: _Toc508266904][bookmark: _Toc508283345][bookmark: _Toc508350771][bookmark: _Toc508350876][bookmark: _Toc512247665][bookmark: _Toc512248094][bookmark: _Toc517947410][bookmark: _Toc517947662][bookmark: _Toc518286945][bookmark: _Toc519762944][bookmark: _Toc519763769][bookmark: _Toc519767695][bookmark: _Toc71895331]Development Safety Update Reports
[bookmark: _Toc345588422][bookmark: _Toc345588671]Where appropriate, the IMP manufacturer may be encouraged to submit Development Safety Update Reports (DSURs). In such cases, this must be clearly covered by the relevant agreement.
[bookmark: _Toc345588423][bookmark: _Toc345588672]Either
<Name of Company> will submit DSURs once a year throughout the clinical trial, or on request to the Competent Authority, Ethics Committee, Host Organisation and Sponsor.
Or
The CI will submit (in addition to the expedited reporting above) DSURs once a year throughout the clinical trial, or on request, to the Competent Authority, Ethics Committee, Host Organisation and Sponsor.
For assessment of SARs in the DSUR, the RSI that was approved at the start of the safety reporting period will be used. When there have been approved changes to the RSI by substantial amendment during the reporting period, the RSI used for the DSUR will differ from the RSI used to assess expectedness at the time of SAR occurrence for SARs which require expedited reporting. 
Note a substantial amendment is always required to be submitted if there are changes to the RSI. The timing of this amendment should be considered with regards to the DSUR reporting window. For further details see the answers to Questions 11 and 12 in the Clinical Trials Facilitation Group (CTFG) guidance for RSI for a clinical trial below. The MHRA recommends full compliance with the Q&A from 1 January 2019.
http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2017_11_CTFG_Question_and_Answer_on_Reference_Safety_Information_2017.pdf 
[bookmark: _Toc71895332]STATISTICS
This section should be written by the study statistician.
State whether a Statistical Analysis Plan (SAP) is to be produced separately, and if it is then condense the most relevant information from the SAP sub sections at 12.1 below; otherwise provide full details below of the planned analyses. The sub-headings given below are suggestions. Sub-headings that are not applicable may be deleted entirely.  
[bookmark: _Toc71895333]Statistical Analysis Plan (SAP)
Example: Either 
The statistical aspects of the study are summarised here with details fully described in a statistical analysis plan that will be available from the time <that the first participant is recruited>. The SAP will be finalised before <any analysis> takes place. 
Or 
The plan for the statistical analysis of the trial are outlined below. There is not a separate SAP document in use for the trial.
(delete as appropriate)
[bookmark: _Toc71895334]Description of Statistical Methods
                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                Describe the statistical methods to be employed for analysing primary and secondary outcomes.  If not provided elsewhere detailed descriptions and definitions of outcomes for all primary and secondary outcomes should be provided here including specific measurement variables, analysis metrics and, where relevant, the time point for each outcome measure. If already described elsewhere, provide cross reference to the relevant protocol section.
[bookmark: _Toc508283350][bookmark: _Toc508350776][bookmark: _Toc508350881][bookmark: _Toc512247670][bookmark: _Toc512248099][bookmark: _Toc517947415][bookmark: _Toc517947667][bookmark: _Toc518286950][bookmark: _Toc519762949][bookmark: _Toc519763774][bookmark: _Toc519767700][bookmark: _Toc71895335]Sample Size Determination
State the estimated number of participants required to demonstrate the study objectives. (Note it is the primary outcome that determines the sample size needed). 
Justify choice of sample size, i.e., how was it determined including reflections on (or calculations of) the power of the trial, any statistical assumptions or clinical justifications (where for e.g., the sample size was not arrived at statistically, due to rarity of the disease etc.).  
Take into account any potential withdrawals.
[bookmark: _Toc71895336]Analysis Populations 
Describe the selection of participants to be included in the analyses e.g. all participants as randomised / registered / enrolled (intention to treat); all dosed participants (adverse event analysis); all eligible participants (per protocol analysis); all ‘evaluable’ participants (define ‘evaluability’) etc.  Will you include data from participants who have been unblinded?
[bookmark: _Toc71895337]Decision Points 
Provide details of any interim analysis, including schedule and description of why the interim analyses are to be performed at those time points (as the basis for specified dose escalating decisions or stopping decisions for example). Confirm who will have access to the results and who will make any decisions based on the results. 
[bookmark: _Toc71895338]Stopping Rules
Describe any formal stopping rules for futility, efficacy or lack of power. Confirm who would make the final decision to terminate the trial. 
[bookmark: _Toc71895339]The Level of Statistical Significance
State the level of significance to be used.
[bookmark: _Toc508089402][bookmark: _Toc508089531][bookmark: _Toc508266914][bookmark: _Toc508283356][bookmark: _Toc508350782][bookmark: _Toc508350887][bookmark: _Toc512247676][bookmark: _Toc512248105][bookmark: _Toc517947421][bookmark: _Toc517947673][bookmark: _Toc518286956][bookmark: _Toc519762955][bookmark: _Toc519763780][bookmark: _Toc519767706][bookmark: _Toc508089403][bookmark: _Toc508089532][bookmark: _Toc508266915][bookmark: _Toc508283357][bookmark: _Toc508350783][bookmark: _Toc508350888][bookmark: _Toc512247677][bookmark: _Toc512248106][bookmark: _Toc517947422][bookmark: _Toc517947674][bookmark: _Toc518286957][bookmark: _Toc519762956][bookmark: _Toc519763781][bookmark: _Toc519767707][bookmark: _Toc71895340]Procedure for Accounting for Missing, Unused, and Spurious Data.
Briefly describe the procedure(s) to be used for handling of spurious or missing or unused data (e.g. use of multiple imputation, random effects models or complete case analyses). Describe any possible biases these techniques may introduce. Cross refer to the Data Management Plan (if applicable).  
[bookmark: _Toc508089405][bookmark: _Toc508089534][bookmark: _Toc508266917][bookmark: _Toc508283359][bookmark: _Toc508350785][bookmark: _Toc508350890][bookmark: _Toc512247679][bookmark: _Toc512248108][bookmark: _Toc517947424][bookmark: _Toc517947676][bookmark: _Toc518286959][bookmark: _Toc519762958][bookmark: _Toc519763783][bookmark: _Toc519767709][bookmark: _Toc508089406][bookmark: _Toc508089535][bookmark: _Toc508266918][bookmark: _Toc508283360][bookmark: _Toc508350786][bookmark: _Toc508350891][bookmark: _Toc512247680][bookmark: _Toc512248109][bookmark: _Toc517947425][bookmark: _Toc517947677][bookmark: _Toc518286960][bookmark: _Toc519762959][bookmark: _Toc519763784][bookmark: _Toc519767710][bookmark: _Toc508089407][bookmark: _Toc508089536][bookmark: _Toc508266919][bookmark: _Toc508283361][bookmark: _Toc508350787][bookmark: _Toc508350892][bookmark: _Toc512247681][bookmark: _Toc512248110][bookmark: _Toc517947426][bookmark: _Toc517947678][bookmark: _Toc518286961][bookmark: _Toc519762960][bookmark: _Toc519763785][bookmark: _Toc519767711][bookmark: _Toc71895341]Procedures for Reporting any Deviation(s) from the Original Statistical Plan
Detail procedures for reporting any deviation(s) from the original statistical plan (any deviation(s) from the original statistical plan should be described and justified in protocol and/or in the final report, as appropriate).
[bookmark: _Toc71895342]Health Economics Analysis 
If a health economics analysis is to be undertaken, include the rationale for inclusion of the economic investigation and means of assessment here. (To be written by the health economist). 
[bookmark: _Toc71895343]DATA MANAGEMENT
A detailed Data Management Plan should be developed in tandem with the protocol. A template DMP is available from the MRC @ https://mrc.ukri.org/documents/doc/data-management-plan-template/
The data management aspects of the study are summarised here with details fully described in the Data Management Plan.  
Or, 
The plan for the data management of the study are outlined below. There is not a separate Data Management document in use for the trial. A justification for not developing a separate detailed DMP must be provided here. This will be considered by your sponsor during the sponsor review process.   
(delete as appropriate)
[bookmark: _Toc71895344]Source Data
Define what will comprise source documents
Example:
Source documents are where data are first recorded, and from which participants’ CRF data are obtained. These include, but are not limited to, hospital records (from which medical history and previous and concurrent medication may be summarised into the CRF), clinical and office charts, laboratory and pharmacy records, diaries, microfiches, radiographs, and correspondence.
CRF entries will be considered source data if the CRF is the site of the original recording (e.g. there is no other written or electronic record of data).  All documents will be stored safely in confidential conditions. On all trial-specific documents, other than the signed consent, the participant will be referred to by the trial participant number/code, not by name.
[bookmark: _Toc71895345]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.
[bookmark: _Toc71895346]Data Recording and Record Keeping
Describe method(s) of data collection, entry and management, including details of data management tools, for example CRF software, etc.  
Example:
All trial data will be entered on <to paper CRFs and/or a <<quote software and validation procedure>>. Note that ICH GCP (Section 5.5) requires that electronic data entry systems are validated and that Standard Operating Procedures are maintained.
The participants will be identified by a unique trial specific number and/or code in any database.  The name and any other identifying detail will NOT be included in any trial data electronic file.
Describe where, and for how long, data will be retained
If no identifiable, personal data will be retained centrally (i.e. by the sponsoring organisation), but rather this will be held at individual sites only, please state this explicitly. 
If identifiable personal data may be transferred during or after the study please be aware that under GDPR, it is necessary to assure against the risks that are presented by this processing, i.e., risks of accidental or unlawful destruction, loss, alteration, unauthorised disclosure of, or access to the personal data transferred and stored or otherwise processed by the recipient. This is true for paper based and electronic data transfers. Recommendation: when transferring personal data particularly sensitive personal data, use an appropriately secure communications procedure. University of Oxford Researchers: For detailed practical guidance see the University of Oxford’s Information Security Handling Rules @ https://www.infosec.ox.ac.uk/asset-management
If your study will collect samples and intends to make further use of these beyond the study, please be aware that the consent form will need to be retained for the life of the sample to meet HTA traceability requirements. 
If participants are given the option to be approached for future research, please be aware that under GDPR, it is necessary to retain the consent form as the basis for retention of details and future approach. Those contact details should be held securely, separately from the research data, and kept updated.
Ensure compliance with the relevant Sponsor organisation’s data policy. For University of Oxford sponsored trials please refer in particular to the University of Oxford’s 
Data Protection Checklist   https://researchsupport.admin.ox.ac.uk/policy/data/checklist
Practical Considerations https://researchsupport.admin.ox.ac.uk/policy/data/practical 

Cross refer to the Data Management Plan (if applicable).
[bookmark: _Toc71895347]QUALITY ASSURANCE PROCEDURES
[bookmark: _Toc71895348]Risk assessment 
Provide details of how data monitoring and other quality control measures will be performed in the light of risk adaptive approach based on the formal risk assessment. 
Example:
The trial will be conducted in accordance with the current approved protocol, GCP, relevant regulations and standard operating procedures. A risk assessment and monitoring plan will be prepared before the study opens and will be reviewed as necessary over the course of the trial to reflect significant changes to the protocol or outcomes of monitoring activities. 
[bookmark: _Toc71895349]Monitoring 
Describe arrangements for GCP monitoring 
Example:
Regular monitoring will be performed according to the trial specific Monitoring Plan. Data will be evaluated for compliance with the protocol and accuracy in relation to source documents as these are defined in the trial specific Monitoring Plan. Following written standard operating procedures, the monitors will verify that the clinical trial is conducted and data are generated, documented and reported in compliance with the protocol, GCP and the applicable regulatory requirements. Cross refer to the trial Risk Assessment and Monitoring Plan documents. 
Where the primary or secondary endpoints are associated with data requiring expert analysis and/or interpretation, e.g., pathology slides, image analysis, the verification of those key data points by independent expert, committee or a monitor with the appropriate expertise should be addressed in the risk assessment,  monitoring plan and where applicable the protocol.  
[bookmark: _Toc71895350]Trial committees
Provide a separate subsection below for each committee in place for the trial (e.g., Trial Management Group, Trial Steering Committee (or equivalent), Independent Data (Safety) Monitoring Committee), and describe the role(s), frequency of meetings and composition of the committee here. Where applicable, cross refer to the charter document governing the relevant committee for further details. 
[bookmark: _Toc71895351]14.3.1 Safety Monitoring Committee
Provide details of the trial specific safety monitoring committee / DSMC here.
[bookmark: _Toc71895352]PROTOCOL DEVIATIONS 
A trial related deviation is a departure from the ethically approved trial protocol or other trial document or process (e.g. consent process or IMP administration) or from Good Clinical Practice (GCP) or any applicable regulatory requirements. Any deviations from the protocol will be documented in a protocol deviation form and filed in the trial master file.
A standard operating procedure should be in place describing the procedure for identifying non-compliances, escalation to the central team and assessment of whether a non-compliance /deviation may be a potential Serious Breach
[bookmark: _Toc508350799][bookmark: _Toc508350904][bookmark: _Toc512247693][bookmark: _Toc512248122][bookmark: _Toc517947438][bookmark: _Toc517947690][bookmark: _Toc518286973][bookmark: _Toc519762973][bookmark: _Toc519763798][bookmark: _Toc519767724][bookmark: _Toc71895353]SERIOUS BREACHES
A serious breach is defined as “A breach of GCP or the trial protocol which is likely to affect to a significant degree – 
(a) the safety or physical or mental integrity of the subjects of the trial; or
(b) the scientific value of the trial”.
In the event that a serious breach is suspected the Sponsor must be contacted within 1 working day. In collaboration with the CI the serious breach will be reviewed by the Sponsor and, if appropriate, the Sponsor will report it to the REC committee, Regulatory authority and any relevant host organisation within seven calendar days.
[bookmark: _Toc71895354]ETHICAL AND REGULATORY CONSIDERATIONS
[bookmark: _Toc71895355]Declaration of Helsinki
The Investigator will ensure that this trial is conducted in accordance with the principles of the Declaration of Helsinki. NB. The 2008 Declaration of Helsinki provides detail on what must be included in a protocol: funding, sponsorship, affiliations and potential conflicts of interest, incentives to participate, compensation for harm and post-trial access to drugs and care.
[bookmark: _Toc71895356]Guidelines for Good Clinical Practice
The Investigator will ensure that this trial is conducted in accordance with relevant regulations and with Good Clinical Practice.
[bookmark: _Toc71895357]Approvals
Consider the following example text:
The protocol, informed consent form, participant information sheet and any proposed advertising material will be submitted to the appropriate Research Ethics Committees (RECs), regulatory authorities, and host institutions for written approval.
The Investigator will submit and, where necessary, obtain approval from the above parties for all substantial amendments to the original approved documents.
[bookmark: _Toc71895358]Other Ethical Considerations
Include any other general or trial-specific ethical considerations, e.g. use of placebo, involvement of vulnerable participants
[bookmark: _Toc71895359]Reporting
[bookmark: _Toc14343049]The CI shall submit once a year throughout the clinical trial, or on request, an Annual Progress Report to the REC, host organisation, funder (where required) and Sponsor. In addition, an End of Trial notification and final report will be submitted to the same parties. 
[bookmark: _Toc71895360]Transparency in Research 
Prior to the recruitment of the first participant, the trial will have been registered on a publicly accessible trial registry. 
Results will be uploaded to the registry within 12 months of the end of trial declaration (6 months for paediatric trials)* by the CI or their delegate. 
Where the trial has been registered on multiple public platforms, the trial information will be kept up to date during the trial, and the CI or their delegate will upload results to all those public registries within 12 months of the end of the trial declaration*.
*Check timelines required by trial funder here and amend as appropriate
[bookmark: _Toc71895361]Participant Confidentiality
Example:
The study will comply with the General Data Protection Regulation (GDPR) and Data Protection Act 2018, which require data to be de-identified as soon as it is practical to do so. The processing of the personal data of participants will be minimised by making use of a unique participant study number only on all study documents and any electronic database(s), <with the exception of the CRF, where participant initials may be added>.  All documents will be stored securely and only accessible by study staff and authorised personnel. The study staff will safeguard the privacy of participants’ personal data.
For University of Oxford sponsored trials please refer in particular to the University of Oxford’s:
Data Protection Checklist https://researchsupport.admin.ox.ac.uk/policy/data/checklist
Practical Considerations: https://researchsupport.admin.ox.ac.uk/policy/data/practical 

[bookmark: _Toc71895362]Expenses and Benefits
Detail all intended payments to participants and any other benefits (Declaration of Helsinki requirement).
Example:
Reasonable travel expenses for any visits additional to normal care will be reimbursed on production of receipts, or a mileage allowance provided as appropriate.
[bookmark: _Toc71895363]FINANCE AND INSURANCE
[bookmark: _Toc71895364]Funding
Describe financing arrangements, including all the organisations providing finance and /or support in kind for this trial.  
[bookmark: _Toc71895365]Insurance

Describe insurance arrangements
For for University of Oxford sponsored studies:
The University has a specialist insurance policy in place which would operate in the event of any participant suffering harm as a result of their involvement in the research (Newline Underwriting Management Ltd, at Lloyd’s of London).

If the study is sponsored by an organisation other than the University of Oxford, please provide details of the insurance arrangements put in place by that organisation.
[bookmark: _Toc530395013][bookmark: _Toc71895366]Contractual arrangements 
Appropriate contractual arrangements will be put in place with all third parties. 
[bookmark: _Toc71895367]PUBLICATION POLICY
The publication policy should cover authorship, acknowledgements, and review procedures for scientific publications. If there is a department or institution policy, or agreement, the protocol can refer to it. Consider describing how trial results may be disseminated to trial participants.
Ensure that the publication policy stated here is consistent with any contract applicable to the trial.
[bookmark: _Toc14343058][bookmark: _Toc14343059][bookmark: _Toc14343060][bookmark: _Toc71895368]DEVELOPMENT OF A NEW PRODUCT/ PROCESS OR THE GENERATION OF INTELLECTUAL PROPERTY 

For University of Oxford sponsored studies: 
Ownership of IP generated by employees of the University vests in the University. The University will ensure appropriate arrangements are in place as regards any new IP arising from the trial.
If the section is not applicable state ‘not applicable’ and retain the section header. 
[bookmark: _Toc71895369]ARCHIVING
Describe the arrangements for archiving the study including location and duration of storage. These details should correspond with those provided in the participant information sheet.   
[bookmark: _Toc71895370]REFERENCES
Insert references used in text (preferably numbered, or in alphabetical order of first author).


[bookmark: _Toc71895371]APPENDIX A:  TRIAL FLOW CHART
Optional


[bookmark: _Toc71895372]APPENDIX B:  SCHEDULE OF PROCEDURES
Alter as required, delete from here if the schedule appears in the procedures section above instead. 
	Procedures
	Visits (insert visit numbers as appropriate)

	
	Visit timing
<e.g. Day 0>
	
<e.g. Day 7>
	
	
	

	
	Screening
	Baseline
	
	
	

	Informed consent
	
	
	
	
	

	Demographics
	
	
	
	
	

	Medical history
	
	
	
	
	

	Concomitant medications
	
	
	
	
	

	Physical examination
	
	
	
	
	

	ECG
	
	
	
	
	

	Laboratory tests
	
	
	
	
	

	Eligibility assessment
	
	
	
	
	

	Randomisation
	
	
	
	
	

	Dispensing of trial drugs
	
	
	
	
	

	Compliance
	
	
	
	
	

	<Assessment 1 (describe)>
	
	
	
	
	

	<Assessment 2 (describe)>
	
	
	
	
	

	<Assessment 3 (describe)>
	
	
	
	
	

	<Assessment 4 (describe)>
	
	
	
	
	

	Adverse event assessments 
	
	
	
	
	





[bookmark: _Toc71895373]APPENDIX C:  SAE REPORTING FLOW CHART



[bookmark: _Toc71895374]APPENDIX D:  AMENDMENT HISTORY

	Amendment No.
	Protocol Version No.
	Date issued
	Author(s) of changes
	Details of Changes made

	
	
	
	
	



List details of all protocol amendments here whenever a new version of the protocol is produced. This is not necessary prior to initial REC submission.
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