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It is a requirement of Good Clinical Practice (GCP) and the Research Governance Framework for Health & Social Care 2005, that all research projects have a scientifically sound and ethically valid protocol. 
The protocol is the starting point of any high quality research and all research studies must be conducted according to the protocol. A protocol provides written evidence for the necessity and feasibility of a study, as well as giving a detailed plan of investigation. 
This document is to be submitted for approval to a Research Ethics Committee and the Competent Authority (MHRA). This allows the regulatory, ethical and peer review processes to validate the scientific and ethical considerations of the study. The guidance detailed below is for Clinical Trials of Investigational Medicinal Products (CTIMPs).
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The front page of the Protocol requires the full study title along with the EudraCT number for that protocol. 
The protocol must be versioned and dated with the date of finalisation of the version. 
(If there are any subsequent changes made to the protocol, both the version number and finalisation date should be updated accordingly.)
tITLE OF THE PROTOCOL:

Descriptive study title to include phase (e.g. phase I, phase II, etc.), design (e.g. randomised, double-blind, placebo-controlled, etc.), the investigational drug/ device/intervention, and target disease(s)
Short title/Acronym: 

Insert name 

Sponsor:
Barts and The London NHS Trust/ Queen Mary, University of London [please delete as appropriate following discussion with the Joint Research and Development Office (JRO) re. Sponsor]

Representative of the Sponsor:


Gerry Leonard


Head of Resources
Joint R&D Office

5 Walden Street


London


E1 2EF


Phone: 020 7882 7260


Email: gerry.leonard@bartsandthelondon.nhs.uk
REC reference:
Insert once known
EudraCT reference:
Insert once known
Include a Chief Investigator (CI) Agreement Page where the CI should sign, date and insert the research site address to confirm the version has been approved, is the final version and the study will be conducted as specified in this protocol.

Chief Investigator Agreement Page

The clinical study as detailed within this research protocol (Version XXX, dated XX XXX XX), or any subsequent amendments, involves the use of an investigational medicinal product and will be conducted in accordance with the Research Governance Framework for Health & Social Care (2005), the World Medical Association Declaration of Helsinki (1996), Principles of ICH-GCP, and the current regulatory requirements, as detailed in the Medicines for Human Use (Clinical Trials) Regulations 2004 (UK S.I. 2004/1031) and any subsequent amendments of the clinical trial regulations.

Chief Investigator Name:
Chief Investigator Site:
Signature and Date:
Statistician Agreement Page

The clinical study as detailed within this research protocol (Version XXX, dated XX XXX XX), or any subsequent amendments, involves the use of an investigational medicinal product and will be conducted in accordance with the Research Governance Framework for Health & Social Care (2005), the World Medical Association Declaration of Helsinki (1996), Principles of ICH-GCP, and the current regulatory requirements, as detailed in the Medicines for Human Use (Clinical Trials) Regulations 2004 (UK S.I. 2004/1031) and any subsequent amendments of the clinical trial regulations.

Statistician Name:

Site:

Signature and Date:

Principal Investigator Agreement Page

The clinical study as detailed within this research protocol (Version XXX, dated XX XXX XX), or any subsequent amendments, involves the use of an investigational medicinal product and will be conducted in accordance with the Research Governance Framework for Health & Social Care (2005), the World Medical Association Declaration of Helsinki (1996), Principles of ICH-GCP, and the current regulatory requirements, as detailed in the Medicines for Human Use (Clinical Trials) Regulations 2004 (UK S.I. 2004/1031) and any subsequent amendments of the clinical trial regulations.

Principal Investigator Name:

Principal Investigator Site:

Signature and Date:

STUDY SUMMARY/SYNOPSIS
	TITLE
	Full Title

	SHORT TITLE
	Shortened Title

	Protocol Version Number and Date


	The Standard Protocol Version Number and Date used to identify this study


	Methodology


	Type of study: single-blind, double-blind, randomised controlled, cross-over, etc.



	Study Duration


	Estimated duration for the main study protocol (e.g. from when all approvals have been received (REC, MHRA and R&D) to when the last subject/patient recruited has completed all study processes)



	Study Centre


	

	Objectives


	Brief statement of key primary objectives



	Phase of the Trial


	I, II, III, IV
(Phase I: Phase I trials are the first stage of testing in human subjects. Normally, a small group of healthy volunteers (20-50) will be selected. This phase includes trials designed to assess the safety (pharmacoviligance), tolerability, pharmacokinetics, and pharmacodynamics of a drug.

Phase II: Phase II trials are performed on larger groups (20-300) and are designed to assess how well the drug works, as well as to continue Phase I safety assessments in a larger group of volunteers and patients. 

Phase III: Phase III studies are randomised controlled multicentre trials using a large patient population (300–3000 or more depending upon the disease/medical condition studied) andaim to be the definitive assessment of how effective the drug is in comparison with current standard treatment.

Phase IV: (also known as Post Marketing Surveillance). Phase IV trials involve the safety surveillance (pharmacovigilance) and ongoing technical support of a drug after it receives permission to be sold.

	Number of Subjects/Patients
	Number of Subjects/Patients expected to be recruited for the whole study. 



	Main Inclusion Criteria


	Include the main disease /area to be researched and the key inclusion criteria



	Statistical Methodology and Analysis


	Describe briefly the statistical methodology to be used in the study



Glossary of Terms and Abbreviations
AE


Adverse Event




AR


Adverse Reaction

ASR


Annual Safety Report

CA


Competent Authority

CI


Chief Investigator

CRF


Case Report Form

CRO


Contract Research Organisation

CTA


Clinical Trial Authorisation

CTIMP


Clinical Trial of Investigational Medicinal Product

DMC


Data Monitoring Committee

EC


European Commission

EMEA


European Medicines Agency

EU


European Union

EUCTD

European Clinical Trials Directive

EudraCT

European Union Drug Regulating Authorities Clinical Trials 
EudraVIGILANCE
European Union Drug Regulating Authorities Pharmacovigilance
GAfREC
Governance Arrangements for NHS Research Ethics Committees
GCP


Good Clinical Practice

GMP


Good Manufacturing Practice 

IB


Investigator Brochure

ICF


Informed Consent Form

IMP


Investigational Medicinal Product

IMPD


Investigational Medicinal Product Dossier
ISRCTN

International Standard Randomised Controlled Trial Number
JRO


Joint Research and Development Office
MA


Marketing Authorisation

MHRA


Medicines and Healthcare products Regulatory Agency

MS


Member State

Main REC

Main Research Ethics Committee

NHS R&D

National Health Service Research & Development  

PI


Principle Investigator

QA


Quality Assurance

QC


Quality Control

QP


Qualified Person for release of trial drug

Participant

An individual who takes part in a clinical trial

RCT


Randomised Controlled Trial

REC


Research Ethics Committee

SAE


Serious Adverse Event

SAR


Serious Adverse Reaction

SDV


Source Document Verification

SmPC


Summary of Product Characteristics
SOP


Standard Operating Procedure 

SSA


Site Specific Assessment

SUSAR

Suspected Unexpected Serious Adverse Reaction 

TMG


Trial Management Group

TSC


Trial Steering Committee
Index







Insert Page Number
1. Introduction 

1.1 Background 

1.2    Investigational Medicinal Product 

1.3 Preclinical Data 

1.4 Clinical Data 

1.5 Rationale and Risks/Benefits 

2.      Trial Objectives and Design

2.1    Trial Objectives 

2.2    Trial Design 
2.3    Study Scheme Diagram 

3.      Subject Selection

3.1 Number of Subjects and Subject Selection 

3.2    Inclusion Criteria 
3.3 Exclusion Criteria 

3.4 Criteria for Premature Withdrawal 

4.      Investigational Medicinal Product 

4.1    List and definition of each IMP, including placebos 

4.2    Formulation of IMP

4.3    IMP Supply 

4.4    Prescription of IMP 
4.5    Preparation and Administration of IMP 
4.6    Packaging and Labelling of IMPs 

4.7    Accountability/Receipt /Storage and Handling of IMP 

4.8    Dispensing of IMP 

4.9    IMP Stability 
4.10  Prior and Concomitant Therapies 

4.11 Dose modification/reduction/ delay 

4.12  Return/Recall or Destruction of IMP 

5.      Study Procedures 

5.1 Informed Consent Procedures

5.2 Screening Procedures 

5.3    Randomisation Procedures (if applicable) 

5.4    Schedule of Treatment for each visit 

5.5    Schedule of Assessment (in Diagramatic Format) 
5.6    Follow up Procedures (if applicable) 

5.7    Laboratory Assessments (if applicable) 

5.8
Radiology Assessments (if applicable) 

5.9
End of Study Definition 

5.10  Procedures for unblinding (if applicable)

5.11  Subject Withdrawal 

5.12  Data Collection and Follow up for Withdrawn Subjects 

6.      Laboratories (if applicable)

6.1
Central/Local Laboratories 

6.2    Sample Collection/Labeling/Logging 

6.3    Sample Receipt/Chain of Custody/Accountability 

6.4    Sample Analysis Procedures 

6.5    Sample Storage Procedures (if applicable) 

6.6    Data Recording/Reporting. 

7.      Pharmacovigilance 

7.1 General Definitions

7.1.1
Adverse Event (AE)

7.1.2
Adverse Reaction (AR) 

7.1.3 Serious Adverse Event (SAE) or Serious Adverse Reaction (SAR) 

7.1.4 Suspected unexpected Serious Adverse Reaction (SUSAR) 

7.2    Investigators Assessment 


7.2.1
Seriousness

7.2.2       Causality

7.2.3       Expectedness

7.2.4       Severity

7.3 
Notification and reporting Adverse Events or Reactions
7.4 Notification and Reporting of Serious Adverse Events/SUSAR 
7.4.1       All Serious Adverse Event (SAEs) 

7.4.2 Suspected Unexpected Serious Adverse Reactions (SUSARs) 

7.5
Urgent Safety Measures

7.6
Annual Safety Reporting 

7.7    Procedures for reporting blinded SUSARs

7.8    Overview of the Safety Reporting Process/Pharmacoviligance responsibilities
7.9    Pregnancy (if applicable)

8.      Statistical Considerations

8.1    Primary Endpoint Efficacy Analysis 

8.2   Secondary Endpoint Efficacy Analysis 

8.3 Safety Endpoints 

8.4 Sample Size 

8.5 Statistical Analysis 

9.      Data Handling & Record Keeping

9.1    Confidentiality 

9.2    Study Documents 

9.3 Case Report Form  

9.4    Record Retention and Archiving
9.5    Compliance
9.6 Clinical Governance Issues

9.6.1       Ethical Considerations

9.7    Quality Control and Quality Assurance

9.7.1 Summary Monitoring Plan

         9.7.2      Audit and Inspection

9.8    Serious Breaches in GCP or the Trial Protocol

9.9    Non-Compliance       

10.    Trial Committees 
11.    Publication Policy 
12.    References

13.    Appendices

1. Introduction 
The Introduction (as detailed below with the accompanying sub-headings) acts as the starting point for outlining the background and justification for the research, with clear concise objectives that have scientific merit and that relate to previous literature.
1.1    Background 
Discussion of research topic including historical background, study population, disease type and treatment, including current standard of care.
1.2    Investigational Medicinal Product 
Structure and mechanism of agent is briefly described here. Include the route of administration, dosage, dosage regimen and treatment period with a brief justification.
1.3    Preclinical Data 

Include Non-Clinical Pharmacology, Drug Metabolism, Pharmacokinetics and Toxicological Data with reference to up to date literature.
1.4    Clinical Data 


Include all previous clinical data relating to the IMP within the indication of investigation as documented within the literature.
1.5    Rationale and Risks/Benefits 


A summary of known and potential risks and benefits to human subjects along with justification with regards to route of administration, dosage, dosage regimen and treatment period, which is supported by the literature with regards to the disease or condition, treatment and use of study drug for this indication.
2.      Trial Objectives and Design
2.1    Trial Objectives 

Primary Objectives/Secondary Objectives to be outlined as defined by the Primary/Secondary Endpoints which are also to be listed here. 

Primary Objective – is the question(s)/hypothesis that the study aims to definitively answer.
         Secondary Objective – question(s) (that are either related/unrelated to the primary objectives) that ascertain answers that relate to safety and/or efficacy.

         Primary Endpoint – is the outcome measure that is related to, and selected based on, the primary objective(s) of the study.
         Secondary Endpoint – is the outcome measure that is related to, and selected based on, the secondary objective(s) of the study.
2.2    Trial Design 

A very brief overview as to the main elements of the study with regards to the design: phase, blinded/unblinded, placebo-controlled, parallel-group, cross-over, treatment plan and regime.
2.3    Study Scheme Diagram 

To reinforce the above and that demonstrates the life cycle of the study in a schematic form (see example below).
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3.      Subject Selection
3.1    Number of Subjects and Subject Selection 

Target accrual for the study with suitable timelines.
Please note that the sample size for the study needs to be statistically evaluated. Statistical calculations should be included alongside estimated accrual numbers. State the number of evaluable patients required, as the number recruited will be higher, taking into consideration that not all eligible patients will want to participate in a clinical study when assessing potential recruitment. 

Include a description that outlines the type of patient to be studied.  Describe how the patients will be selected for the study e.g. from outpatient clinics, referring physicians or use of advertisements. State how the patients will be contacted and whether any vulnerable groups be used.
3.2    Inclusion Criteria 

A set of criteria that determines that the patient is eligible to participate in the study. Include:

· Informed Consent (Additional measures have to be implemented if incapacitated adults are used)

· Age 

· Disease Type

· Life Expectancy

· Specific parameters if applicable

· Anything that is relevant/specific to the trial/procedure  
· Screening test results/parameters
3.3    Exclusion Criteria 

A set of criteria that determines that the patient is ineligible to participate in the study. Include: 

· Any inclusion criteria not met

· Cumulative doses of drug

· Participation in other trials

· Previous Treatments

· Allergies

· Other malignancies/past medical history
· Concurrent Participation on another Clinical Trial of an Investigational     Medicinal Product
Statements below to be considered for participants of child bearing potential – please insert into protocol if applicable.

Females of childbearing potential and males must be willing to use an effective method of contraception (hormonal or barrier method of birth control; abstinence) from the time consent is signed until 6 weeks after treatment discontinuation.
NOTE: Subjects are considered not of child bearing potential if they are surgically sterile (they have undergone a hysterectomy, bilateral tubal ligation, or bilateral oophorectomy) or they are postmenopausal.

Females must not be breastfeeding.

3.4    Criteria for Premature Withdrawal 

Systematic incompliance may culminate in a patient’s withdrawal from the study. If this is applicable in this instance, suitable text should be added to the Patient Information Sheet. State follow-up procedures for these patients and whether data collection would still be conducted with regards to these patients.
4.      Investigational Medicinal Product (Consult Pharmacy for specialist assistance if required.)
4.1 List and definition of each IMP, including placebos  
Any trial that utilises an IMP requires authorisation from the MHRA before the trial can commence.

The MHRA have an algorithm on their website to assist in the assessment of whether a product is an IMP and whether authorisation from the MHRA is required.

http://www.mhra.gov.uk/Howweregulate/Medicines/Licensingofmedicines/Clinicaltrials/Isaclinicaltrialauthorisationrequired/index.htm
If further assistance is required, please contact the MHRA helpline (clintrialhelpline@mhra.gsi.gov.uk).
Please Note: Placebos are also considered to be IMPs.
4.2    Formulation of IMP
4.2 IMP Supply 

Detail here the IMP supplier, and whether hospital stock or specific clinical trial supplies will be used in this study. 
If the IMP provider is a pharmaceutical company state whether trial stock or commercial supplies will be utilised.

Document the manufacturer for each of the products to be used. If the drug is manufactured outside the EU, extra regulatory requirements must be fulfilled. The services of a qualified person (QP) will be needed for IMPs being sourced from outside the EU. (This should be identified very early on in the trial design as the QP may need to audit facilities where the IMP is manufactured.) The QP would have to be listed on the CTA in this instance.

An IMP supply mechanism is required between the sponsor and the IMP provider to ensure that IMP supply per patient is available in accordance with the patient regime. As part of the project set up, discuss the time/resource management with pharmacy, if production is required, and the postulated patient accrual over the allocated amount of time. 

If any of the patients have to be hospitalised as part of an SAE at another hospital, every effort should be made to obtain the discharge summary with a file note documenting the source of the drug, any missed doses, temperature management/monitoring, etc.

4.4    Prescription of IMP 

A template prescription form should be formulated. Please liaise with Pharmacy on this.
Pharmacy should be provided with a current site delegation log to ensure they are aware who the assigned prescribing healthcare professionals working on the study are and will only dispense medication if prescribed by these individuals.
4.5 Preparation and Administration of IMP 
Include dosage information and any further information with regards to the administration procedure. 
Include instructions as to how the IMP should be prepared and administered. Please give details if any specific equipment will be required. Include how prepared IMPs should be stored. Dosing schedules should be documented with any special instructions to include if there are any particular requirements for food. Please also include shelf life of product if requires manipulation of final form.
4.6    Packaging and Labelling of IMPs 

IMPs must be are packaged and labelled in accordance with Annex 13 (Manufacture of Investigational Medicinal Products). Give a description of the appearance of the treatment and the containers in which they will be supplied.
4.7    Accountability/Receipt /Storage and Handling of IMP 

A detailed chain of custody and how this is to be achieved should be outlined here. Describe processes to detail chain of receipt and storage arrangements, including any special arrangements if necessary, e.g. freezer availability, storage of large containers of IMP.
4.8    Dispensing of IMP 
There should be a dispensing guideline in place within pharmacy. Each member of staff who dispenses the IMP signs the local/pharmacy dispensing log to document appropriate IMP tracking. Any members of the trial team should ensure that they have had study specific training and their involvement should be demonstrated by the study specific trial delegation log. If there are any special circumstances which require storage of the IMP outside pharmacy there must be measures in place that dictate how this will be achieved, e.g. fridge will have limited access and be secure/calibrated, if any temperature excursions occur, log them accordingly. 
4.9    IMP Stability 

Site pharmacies are responsible for dispensing in line with their local dispensing procedures and excursion management normal practices. If the IMP does experience an excursion outside the ranges as stipulated by the manufacturer, ensure that there is a suitable plan of action with regards to this, perhaps including that guidance will be sought from the IMP manufacturer.

4.10  Prior and Concomitant Therapies 


Document here any treatments that the subjects should not take whilst on treatment on the study (this may also include non-medicinal products). State whether the reporting forms capture data on any prior or concomitant therapies.
4.11  Dose modification/reduction/ delay 
If there are study requirements/processes that include dose modifications, reductions or delays, please detail the method/schedule here.

4.12  Return/Recall or Destruction of IMP  
All IMP that is to be destroyed has to be documented and accounted for in accountability/drug destruction logs. If the IMP is to be destroyed on site and there is a trial specific drug destruction procedure to be followed, please detail in this section.
If the IMP has an external IMP provider, state the supplier’s standard recall procedure, if one is in place. This should be included in contractual negotiations with the IMP supplier. If there is a recall, state whether there is a quarantine mechanism that halts the chance that this IMP is dispensed to patients.
With regards to drug destruction, detail whether the IMP will be destroyed on site if necessary, or alternatively detail arrangements with the IMP provider for drug destruction, authorisation and process.
5.      Study Procedures 
5.1    Informed Consent Procedures
It is the responsibility of the Investigator, or appropriately GCP trained person delegated by the Investigator as documented in the site delegation log, to obtain written informed consent from each subject prior to any participation/study specific procedures. This should follow adequate explanation of the aims, methods, anticipated benefits and potential hazards of the study. If a Senior Research Nurse or other qualified persons will be taking consent, please state clearly in this section. State that the CI will countersign these consent forms prior to the IMP being prescribed to these subjects as outlined below.

If the CI is not the only person allocated to take consent, and the participant wishes to speak to a physician (Sub-Investigator) who is present or contactable via telephone, further information can be given to the participant and any questions can be answered immediately. If the research nurse has taken consent, the physician (Sub-Investigator) will counter sign the consent form and document acknowledgment within the patient’s notes before treatment is given. This counter signature and acknowledgment process is used where the participant is content with the information and discussions with the research nurse. In counter signing the consent form and documenting in the patient’s notes prior to treatment, the physician indicates that he/she has oversight of the participant’s case and planned treatment.

If for some reason, a physician (sub-investigator) is not accessible in person or by phone and the participant wishes to speak with them, a second consent visit should be arranged and the research nurse will not take consent at this time. 

As stipulated by GCP, the patient should be given ample time to consider giving their consent for the study. It is felt that 24 hours gives sufficient time for the patient to consider their participation within the study and give informed consent. If for any reason, less than 24 hours is to be given, please document why this is the case along with justification for this decision. The date that the Patient Information Sheet (PIS) is given to the patient must be documented within the patient’s notes to ensure that sufficient time is given (minimum 24 hours). 

The Investigator (or other qualified person) must explain to the potential participant that they are free to refuse any involvement within the study or alternatively withdraw their consent at any point during the study and for any reason.

If there is any further safety information which may result in significant changes in the risk/benefit analysis, the PIS and Informed Consent Form (ICF) must be reviewed and updated accordingly. All subjects that are actively enrolled on the study will be informed of the updated information and given a revised copy of the PIS/ICF in order to confirm their wish to continue on the study. 
Further guidance can be found at: http://www.nres.npsa.nhs.uk/applications/guidance/#InformedConsent 

5.2    Screening Procedures 
Detail any study specific screening procedures that the patient will undergo prior to their entry/eligibility into the study. Ensure that all patients that undergo screening are logged into a screening log associated with the study and that it is documented who is authorised to complete this task.

5.3 Randomisation Procedures (if applicable) 

Once screening procedures have confirmed the patient’s eligibility to enter the study, the process of randomisation can commence and needs to be outlined and detailed. Include:

· Allocation ratio and any stratification factors (with levels) 
· Generation of randomisation codes (manual or automated process)

· Individual responsible for randomisation and documentation

· Access to code break in an emergency
· Randomisation parameters 
The randomisation system should be discussed with a statistician, as well as being validated for use. If the study is a double blinded study, detail the procedure, individual responsible and allowable reasons in which the blind can be broken. Once the patient has been successfully randomised onto the study, the enrolment of this patient must be documented within an enrolment log.
If patients are not to be randomised, please state the methodology for assigning patients onto the treatment arms and that there will be assignment of unique identifiers, including site number and trial reference number, to generate a trial specific patient identifier. The allocation ratio with regards to this should be discussed with a statistician beforehand.
5.4    Schedule of Treatment for each visit 
Outline all treatments/interventions that the patient will undergo at each visit during their participation within the study. 
5.5    Schedule of Assessment (in Diagramatic Format) 

Please use a table format to detail the schedule of assessments that the patient will undergo at each visit (see example below).
	Assessment 
	Screening 
	On-study treatment phase
	End of Study
	Follow up visits 

	History and Physical
	x
	x
	x
	x

	Weight 
	x
	x
	x
	x

	Chest X-Ray
	x
	
	
	

	ECG
	x
	x
	
	


5.6    Follow up Procedures (if applicable) 

If any follow up procedures are required/applicable for this study, ensure that they are documented in this section. If the tests are standard they should be listed, although documented as standard care. Include the exact timeline in which the patient will be followed up and the frequency of the follow up.
5.7    Laboratory Assessments (if applicable) 

Include detailed information as to the parameters for these assessments. If any laboratory assessments, along with the appropriate time points, are required for any point of this study, include detail if specific parameters/normal parameters are required.

5.8 Radiology Assessments (if applicable) 

Full detail of radiological assessments is to be included here. If any radiological/imaging assessments are to be included, please give more detail with regards to the intervention here. If this includes what is considered to be above standard care an ARSAC (Administration of Radioactive Substances Advisory Committee) licence may be required. For further guidance consult the imaging department. 


Further guidance can be found at:

http://www.nres.npsa.nhs.uk/applications/guidance/#ionisingrad
         http://www.arsac.org.uk/
5.9
End of Study Definition 

State the parameters that mark the end of the study, i.e. the trigger to inform the MHRA/REC that the study has been completed.
5.10  Procedures for unblinding (if applicable) 
If the study is blinded, state the circumstances and the procedures to be put into place when unblinding is required. Ensure that the correct contacts and telephone/fax numbers for this element are included here. Unblinding can only be undertaken by an authorised person who is documented on the site delegation log. The following should be considered on a trial specific basis:

· Emergency Unblinding Procedures

· Out of Hours Cover

· How premature unblinding will be dealt with
Unblinding should only occur in the case of a medical emergency. It is always ideal to maintain the integrity of the trial and only when patient safety becomes at risk should unblinding occur.
5.11  Subject Withdrawal 


State under what circumstances participants will be withdrawn e.g. intolerable toxicity, intercurrent illness, subject withdrawing consent.
5.12 Data Collection and Follow up for Withdrawn Subjects 
State the procedure for data collection and follow up for withdrawn patients and whether data will still be required/used. Note whether patients that withdraw consent or drop out will be replaced and where the withdrawal will be documented, e.g. CRF and the medical records. 


Please document in this section how these matters will be addressed with regards to the study conduct. Although the participant is not obliged to give the reason for withdrawing their consent, ascertain trends if possible relating to trial procedures, in case this results in a protocol amendment.

6.      Laboratories (if applicable)
6.1
Central/Local Laboratories 

Outline the laboratories that will be used and which tests/analysis will be conducted. 
6.2    Sample Collection/Labelling/Logging 
Detail the process of sample collection/labelling and logging from the patient. If it is to be sent to Central Laboratories, the sample should be pseudo-anonymised. State how the sample will be logged with regards to the collection, the date sent to the Laboratory and the temperature/conditions at which it was sent to ensure the integrity and viability not compromised.

6.3    Sample Receipt/Chain of Custody/Accountability 
Handling of the samples upon arrival at the laboratory needs to be documented. Upon receipt of the samples, the laboratory should ensure that the physical integrity of these samples have not been compromised in transit. If it has, it is important that the study team, as well as the sponsor, are informed of this. Upon receipt of samples laboratory staff should ensure that all samples are accounted as per the labelling. All samples received should be logged in an accountability log.
6.4    Sample Analysis Procedures 

Detail the analysis methodology for the samples, and state if this includes any test that is not considered ‘standard’ for diagnostic purposes.
6.5    Sample Storage Procedures (if applicable) 
State how the samples will be stored if not be tested immediately and detail the conditions/vessel of storage.
6.6    Data Recording/Reporting 

State how data will be recorded and where and what format the reporting of the results will take. 
7.      Pharmacovigilance 
7.1    General Definitions
7.1.1
Adverse Event (AE)
An AE is any untoward medical occurrence in a subject to whom a medicinal product has been administered, including occurrences which are not necessarily caused by or related to that product.  An AE can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom or disease temporarily associated with the use of an Investigational Medicinal Product (IMP), whether or not considered related to the IMP.

7.1.2
Adverse Reaction (AR) 
An AR is any untoward and unintended response in a subject to an Investigational Medicinal Product (IMP), which is related to any dose administered to that subject.  All adverse events judged by either the reporting investigator or the Sponsor as having a reasonable causal relationship to a medicinal product qualify as adverse reactions. The expression reasonable causal relationship means to convey in general that there is evidence or argument to suggest a causal relationship.

7.1.3       Serious Adverse Event (SAE) or Serious Adverse Reaction (SAR) 
An SAE fulfils at least one of the following criteria:

· Is fatal – results in death (NOTE: death is an outcome, not an event)

· Is life-threatening

· Requires inpatient hospitalisation or prolongation of existing hospitalisation

· Results in persistent or significant disability/incapacity

· Is a congenital anomaly/birth defect

Serious Adverse Reaction (SAR)
An SAR is an adverse reaction that is classed as serious and which is consistent with the information about the medicinal product as set out in the Summary of Product Characteristics (SmPC) or Investigator’s Brochure (IB) for that product.  

7.1.4 Suspected Unexpected Serious Adverse Reaction (SUSAR) 
The definition of a SUSAR is any serious adverse event related to an IMP that is both suspected to be related to the IMP and unexpected. In this case the event is not outlined in the Summary of Product Characteristics (SmPC) or Investigator’s Brochure (IB) for that product. 

7.2    Investigators Assessment 


7.2.1
Seriousness

The Chief/Principal Investigator responsible for the care of the patient, or in his absence an authorised medic within the research team, is responsible for assessing whether the event is serious according to the definitions given in section 7.1.

7.2.2       Causality

The Investigator must assess the causality of all serious adverse events/reactions in relation to the trial treatment according to the definition given. If the SAE is assessed as having a reasonable causal relationship, then it is defined as a SAR.

7.2.3       Expectedness
The investigator must assess the expectedness of all SARs according to the definition given.  If the SAR is unexpected, then it is a SUSAR.

7.2.4       Severity
The Investigator must assess the severity of the event according to the following terms and assessments. The intensity of an event should not be confused with the term “serious” which is a regulatory definition based on patient/event outcome criteria.
Mild: Some discomfort noted but without disruption of daily life
Moderate: Discomfort enough to affect/reduce normal activity

Severe: Complete inability to perform daily activities and lead a normal life
7.3 
Notification and reporting Adverse Events or Reactions
If the AE is not defined as SERIOUS, the AE is recorded in the study file and the participant is followed up by the research team. The AE is documented in the participants’ medical notes (where appropriate) and the CRF.
7.4    Notification and Reporting of Serious Adverse Events/SUSAR 
7.4.1       All Serious Adverse Event (SAEs) will be recorded in the subjects’ notes, the CRF, the sponsor SAE form and reported to the Joint Research and Development Office (JRO)/ IMP provider (if applicable) within 24 hours of the CI or PI or co-investigators becoming aware of the event.  Nominated co-investigators will be authorised to sign the SAE forms in the absence of the CI at the co-ordinating site or the PI at the participating sites. Please ensure that the sponsor has been informed of these nominated co-investigators.
7.4.2       Suspected Unexpected Serious Adverse Reactions (SUSARs) that occur during the trial will be reported to the JRO/ main REC/IMP provider (if applicable) within 24 hours of the CI or co-investigator becoming aware of the event. SUSARs should be reported to the sponsor (JRO Office) within 24 hours as the sponsor has a legal obligation to report this to the MHRA within 7 days (for fatal or life-threatening SUSARs) or 15 days for all other SUSARs. In the case of multicentre studies, the PI or the co-investigators at the participating site must inform the CI within 24 hours of the event. The CI or co-investigators at the co-ordinating site must inform the sponsor (JRO) immediately to allow reporting to the MHRA within the allocated timelines.  The CI will need to complete the CIOMS form in conjunction with the sponsor SAE form to be sent to the MHRA by the sponsor. If warranted, an investigator alert may be issued, to inform all investigators involved in any study with the same drug (or therapy) that this serious adverse event has been reported.
The original and any subsequent follow up of Serious Adverse Event Forms and CIOMS forms (where applicable), together with the fax confirmation sheet must be kept with the TMF at the study site.
7.5
Urgent Safety Measures
The CI may take urgent safety measures to ensure the safety and protection of the clinical trial subjects from any immediate hazard to their health and safety, in accordance with Regulation 30. The measures should be taken immediately. In this instance, the approval of the Licensing Authority Approval prior to implementing these safety measures is not required. However, it is the responsibility of the CI to inform the sponsor, Main Research Ethics Committee (via telephone) and the MHRA (via telephone for discussion with the medical assessor at the clinical trials unit) of this event immediately. 
The CI has an obligation to inform both the MHRA and Main Ethics Committee in writing within 3 days, in the form of a substantial amendment. The sponsor (JRO) must be sent a copy of the correspondence with regards to this matter.
7.6
Annual Safety Reporting 
The Annual Safety Reports (ASR) will be sent by the CI to the sponsor, the MREC and MHRA (the date of the anniversary is the date on the “notice of acceptance letter” from the MHRA) using the ASR form. The CI will carry out a risk benefit analysis of the IMPs encompassing all events having arisen on the trial. 

The CI will send the Annual Progress Report to the main REC using the NRES template (the anniversary date is the date on the MREC “favourable opinion” letter from the MREC) and to the sponsor.
7.7    Procedures for reporting blinded SUSARs
In the case of a blinded study, it is recommended the treatment code for the patient is broken in the reporting of a SUSAR. However, the blind should be maintained, where possible and appropriate, for staff that are involved in data analysis and interpretation. It is the allocated responsibility of the CI by the sponsor for pharmacoviligance management and reporting. In this instance, an allocated unblinded individual (s), with no involvement in data management of the study should be responsible for the unblinding event. The unblinding of single cases by the PI/CI in the course of a clinical trial should only be performed if necessary for the safety of the trial subject.

It is recommended that in the case of a blinded study, the case is assessed for seriousness, expectedness and causal relationship as if it was the tested IMP that caused the reaction. If the case appears to be a SUSAR then it should be unblinded and the following considered:

If the administered product is the tested IMP, the case would be reported as a SUSAR to the MHRA/ appropriate Main Research Ethics Committee/IMP provider (if applicable) within the timelines outlined in section 7.4.2.

If the administered product is a comparator with a marketing authorisation, the adverse reaction should be reassessed for expectedness according to the study protocol. If the adverse reaction is unexpected then the SUSAR should be reported; otherwise it is an expected serious adverse reaction which still requires reporting to the sponsor/IMP provider (if applicable) within 24 hours.

7.8    Overview of the Safety Reporting Process/Pharmacoviligance responsibilities
The CI/PI has the overall pharmacovigilance oversight responsibility. The CI/PI has a duty to ensure that pharmacovigilance monitoring and reporting is conducted in accordance with the sponsor’s requirements. 
Please outline the process/organisation within the study team to ensure that all SAE/SUSAR reporting is conducted in accordance with the sponsor’s timelines. Display this information within an organogram to be located in the appendices in section 15 to ensure that there is a clear and distinct reporting process outlined with the study members detailed within this process.
7.9    Pregnancy (if applicable)
Please insert the following text if the patient population for this study is likely to include females of a child-bearing age.

If a patient becomes pregnant whilst involved in a CTIMP, it is not considered to be an SAE or an AE. However, it is an event that requires monitoring and follow up. If a patient, or his partner, becomes pregnant whilst enrolled in a CTIMP in which the foetus has been exposed to an investigational medicinal product, immediate reporting to the sponsor is required (within one working day of the PI/CI becoming aware of the event) using a JRO pregnancy template form. The CI/PI has the responsibility to ensure that the pregnancy form is completed and sent to the sponsor within the agreed timelines. Please state whether the patient can continue on the study or whether the patient has to be prematurely withdrawn from the study here.

The PI/CI also must follow up the pregnancy until delivery as well as monitoring the development of the newborn for the appropriate time (please indicate for this IMP) after birth. Any events that occur during this time that could be considered to be a SAE must be reported to the sponsor in line with section 7.4.1, utilising the sponsor SAE reporting form.

8. Statistical Considerations
Statistical considerations related to the purpose and design of the trial (including the sample-size calculation, the timeline for interim analyses and the proposed statistical plan for analysing endpoints) should be detailed in the statistical section of the protocol. The principle for the primary outcome must be that of intention-to-treat, where the data are analysed according to the treatment group to which they are randomised. 

A Statistical Analysis Plan (SAP) need to be clearly defined in the protocol and approved prior to the clinical research study. 

The SAP should contain the detailed requirements and parameters for the reporting results of the clinical research trial, the format and content of output reports, and the tests to support the robustness and sensitivity of the analysis conducted in a consistent and repeatable manner. 
Please note that there is a statistician based in the R&D Department who can assist with the following section if required. A SAP includes, at least, the following sections:
8.1    Primary Endpoint Efficacy Analysis 

To specify how the outcome is measured in relation to the primary endpoints. State when efficacy analysis will conducted with reference to the primary endpoints, including a detailed outline of the methods and timing for assessing recording and analysing efficacy. Please consult with a statistician if assistance is required. 
8.2    Secondary Endpoint Efficacy Analysis 

To specify how the outcome is measured in relation to the secondary endpoints. State when efficacy analysis will conducted with reference to the secondary endpoints, including a detailed outline of the methods and timing for assessing recording and analysing efficacy. Please consult with a statistician if assistance is required. 
8.3    Safety Endpoints 

To provide specification, methods and timing for assessing and recording safety parameters and how the outcomes is measured.
8.4    Sample Size 

To give statistical explanation with regards to sample size for the study. Please provide details of statistical methods (include statistical test, significant level, power, and data) used to perform the power calculation.  
8.5    Statistical Analysis 

Description of statistical methods that will be implemented in the analysis of data, including any interim analyses that are planned and the level of significance that is to be used. Include procedures to account for missing, unused and spurious data, procedures for reporting any deviations from the original statistical analysis plan and the selection of patients to be included in the analyses (e.g. all randomised subjects, dosed subjects, all eligible subjects). 
Please also include the following wherever appropriate:

· Transformations on the data prior to analysis

· Appropriate statistical tests which are used to analyze the data 

· How missing data is accounted for in the analyses (both scientifically and statistically)

· Whether statistical inference is drawn and if any statistical adjustments for multiple comparisons are performed. 

· Explanation of the strategy to be used (e.g. alternative statistical procedures) if the distributional or test assumptions are not satisfied.

· Whether comparisons are one-tailed or two-tailed (with appropriate justification if necessary) and the level of significance. 

· Identification of the adjustment to the significance level or the final P values made to account for any planned or unplanned multiple testing or subgroup analyses. 

· Potential adjusted analyses with a statement of which covariates or factors are included. 

· Planned subgroup or subset analysis together with justification for the relevance of this analysis (eg, biological rationale) before commencement of the trial. 

· Exploratory analyses and their importance. 

· Claimed differential subgroup effects with biological rationale and supporting evidence from within and outside the study. Statistical evidence of interactions between the overall treatment effect and the treatment effect in the subgroup(s) of interest.
9.      Data Handling & Record Keeping
9.1 Confidentiality 

The Investigator has a responsibility to ensure that patient anonymity is protected and maintained. They must also ensure that their identities are protected from any unauthorised parties. Information with regards to study patients will be kept confidential and managed in accordance with the Data Protection Act, NHS Caldicott Guardian, The Research Governance Framework for Health and Social Care and Research Ethics Committee Approval.
The Investigator as well as the study team must adhere to these parameters to ensure that the Patient’s identity is protected at every stage of their participation within the study. To ensure this is done accordingly, each patient, at time of consent must be allocated an unique screening number by either the PI or a member of the study team before undergoing any screening procedures.The patients initials (the first letter of their first name and the first letter of their last name) should be used as a means of pseudo-anoymising parameters. This information should be kept on a screening log, which should be updated accordingly throughout the study. Once the patient has completed screening procedures and is enrolled onto the study, the patient will be allocated a randomisation number by the PI (from a master randomization list [if applicable])

If any patient information needs to be sent to a third party (including correspondence/communication to central laboratories, CROs, sponsor) the PI and the study team should adhere to patient pseudo-anonymous parameters. This includes the patient initials, date of birth, gender as well as the unique study ID/randomisation number. Any information that is to be collected by these third parties will utilise these coded details for any revelant documents as well as maintaining databases.
Further Details to be included in this section:
· What identifiable information will be collected from the subjects?
· Who will have access to the Information and why?

· The Chief Investigator is the ‘Custodian’ of the data.

· Identify if patient identifiable details will be transferred outside the EU as different confidentiality laws apply in this instance.

· The rights of the subject to revoke their authorisation for the use of their PHI.
· The patients will be anonymised with regards to any future publications relating to this study.
9.2    Study Documents 
· A signed protocol and any subsequent amendments

· Current Summary of Product Characteristics/ Investigator’s Brochure

· Sponsor Self-Monitoring template for the trial team to complete on a regular    basis as detailed by the Monitoring section

· Current/Superseded Patient Information Sheets (as applicable)

· Current/Superseded Consent Forms (as applicable)

· Indemnity documentation from sponsor

· Conditions of Sponsorship from sponsor

· Conditional/Final R&D Approval 
· Signed site agreement

· Ethics/MHRA submissions/approvals/correspondence
· CVs of CI and site staff

· UK regulations (GCP) course certificate of each of trial team

· Laboratory accreditation letter, certification and normal ranges for all laboratories to be utilised in the study

· Sample IMP labels 

· IMP accountability logs

· Delegation log

· Staff training log

· Site signature log

· Patient identification log

· Screening log

· Enrolment log 
· Monitoring visit log

· Protocol training log

· Correspondence relating to the trial

· Communication Plan between the CI/PI and members of the study team

· SAE reporting plan for the study
9.3    Case Report Form 

Insert all the parameters that will be recorded in the CRFs (examples already incorporated into the protocol template) and include any further parameters that are study specific. Please state when and who will be responsible for the completion of the CRF throughout the life cycle of the study. 

Elements to include are: registration/randomisation form, eligibility/exclusion criteria checklist, visit details, date, drug/dose, any dose reductions/delays, AEs, page for toxicities, withdrawal from study, follow up of outcomes, death, prior/current medication, SAE/SUSAR form, pregnancy form. Please state when and who will be responsible for the completion of the CRF. 
Please see the appendix for an example table for Case Report Form Summary of Data Capture.
9.4    Record Retention and Archiving
During the course of research, all records are the responsibility of the Chief Investigator and must be kept in secure conditions. When the research trial is complete, it is a requirement of the Research Governance Framework and Trust Policy that the records are kept for a further 20 years. For trials involving BLT Trust patients, undertaken by Trust staff, or sponsored by BLT or QMUL, the approved repository for long-term storage of local records is the Trust Modern Records Centre which is based at 9 Prescot Street. Site files from other sites must be archived at that external site and cannot be stored at the Modern Records Centre.

9.5    Compliance
The CI will ensure that the trial is conducted in compliance with the principles of the Declaration of Helsinki (1996), the principles of GCP 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 in 2006 and 2008, Trust and Research Office policies and procedures and any subsequent amendments.
9.6    Clinical Governance Issues
9.6.1       Ethical Considerations
This protocol and any subsequent amendments, along with any accompanying material provided to the patient in addition to any advertising material will be submitted by the Investigator to an Independent Research Ethics Committee. Written Approval from the Committee must be obtained and subsequently submitted to the JRO to obtain Final R&D approval.
9.7    Quality Control and Quality Assurance
9.7.1       Summary Monitoring Plan
Contact Research Governance Manager for Assistance in this matter.
         9.7.2      Audit and Inspection
Auditing: Definition “A systematic and independent examination of trial related activities and documents to determine whether the evaluated trial related activities were conducted, and the data were recorded, analysed and accurately reported according to the protocol, sponsor's standard operating procedures (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).”
A study may be identified for audit by any method listed below: 

1. A project may be identified via the risk assessment process.
2. An individual investigator or department may request an audit.

3. A project may be identified via an allegation of research misconduct or fraud or a suspected breach of regulations.

4. Projects may be selected at random. The Department of Health states that Trusts should be auditing a minimum of 10% of all research projects.

5. Projects may be randomly selected for audit by an external organisation (e.g. MHRA).

Internal audits will be conducted by a sponsor’s representative
9.8    Serious Breaches in GCP or the Trial Protocol
The sponsor of the Clinical Trial is responsible for notifying the licensing authority in writing of any serious breach of:
· The conditions and principles of GCP in connection with that trial; or

· The protocol relating to the trial, as amended from time to time in accordance with regulations 22 to 25, within 7 days of becoming aware of that breach.

For the purposes of this regulation, a ‘serious breach’, is a breach which is likely to effect to a significant degree:
· The safety or physical or mental integrity of the subjects of the trials; or

· The scientific value of the trial.

The CI is responsible for reporting any serious breaches to the sponsor (JRO) within 24 hours. The sponsor will notify and report to the MHRA within 7 working days of becoming aware of the serious breach.    
9.9    Non-Compliance       

(A noted systematic lack of both the CI and the study staff adhering to SOPs/protocol/ICH-GCP and UK regulations, which leads to prolonged collection of deviations, breaches or suspected fraud.)
These non-compliances may be captured from a variety of different sources including monitoring visits, CRFs, communications and updates. The sponsor will maintain a log of the non-compliances to ascertain if there are any trends developing which to be escalated. The sponsor will assess the non-compliances and action a timeframe in which they need to be dealt with. Each action will be given a different timeframe dependant on the severity. If the actions are not dealt with accordingly, the JRO will agree an appropriate action, including an on-site audit.
10.    Trial Committees 
Please outline if there will be any data monitoring/steering/safety committees set up for this study. Describe the extent of the role of this committee and their involvement within the study.
11.    Publication Policy 
Please indicate how the data from the study will be used with regards to publications. 
12.    References
13.    Appendices
This section should contain the list (Do not copy and paste the documents (denoted by underlining) as you do not want to make a substantial amendment every time that a substantial amendment is made for these documents) of all pertinent documents that are associated with the management of the study. 

The following is a list of attachments, those with an asterisk* must be submitted to the Research Ethics Committee with the protocol.

· Consent Form (versioned and dated appropriately)*

· Patient Information Sheet (versioned and dated appropriately)*

· GP letters/ advertisements/any other letters and documents to be given to the patient (versioned and dated appropriately)*

· An SAE/SUSAR reporting Organogram – who will be the study members (including BACK UP STAFF for ALL individuals) involved in the identification/reporting of the SAE
· Communication Plan Organogram – how will information be disseminated between the PI/CI and the members of the study team relating to the protocol and other trial related duties. This plan should ensure that there is always a physician (either PI/Sub-I) trained adequately on the study to ensure that a study trained medical physician is available to make any trial related decisions with regards to patient care, mainly with regards to adverse events or intercurrent illnesses.

· Source Data Identification List

· Core Lab Instructions To Investigators (if applicable)
· Specimen Preparation And Handling (if applicable)  (e.g. for any specialized procedures that study team must follow to process a study specimen, and/or prepare it for postage/courier/shipment) 

· Drug Conversion Plan ( if applicable) (e.g. if there is a special regimen for transitioning a subject from their baseline medication over to study medication)
· Antidote Preparation and Delivery (if applicable) (e.g. special instructions for preparing and delivering any therapy designed to reverse the effects of the study drug, if applicable)

· Case Report Form or Electronic Case Report Form (eCRF) Summary of Data Capture (please see example table below)

	eCRF/CRF Data Collection Summary

	
	Pre-Screening 
	Screening
	W1
	W2
	W3
	W4
	W5

	Informed Consent
	x
	
	
	
	
	
	

	Inclusion/Exclusion Criteria fulfilled 
	
	x
	x
	x
	x
	x
	x

	Medical History Recorded (in full)
	
	x
	
	
	
	
	

	Vital Signs (Blood Pressure and Pulse to be collected/recorded)
	
	x
	
	
	
	
	

	CT Scan
	
	x
	
	x
	
	x
	

	ECG
	
	x
	
	
	x
	
	

	Current Medical Conditions 

(to be recorded in the AE section of the CRF)
	
	x
	
	
	
	
	

	Adverse Event 
	
	
	x
	x
	x
	x
	x

	Concomitant Medications 
	
	x
	x
	x
	x
	x
	x

	Local Lab assessment e.g. Bilirubin
	
	x
	
	x
	x
	x
	x

	ALT
	
	x
	
	x
	x
	x
	x

	AST
	
	x
	
	x
	x
	x
	x

	Creatinine
	
	x
	
	x
	x
	x
	x

	Albumin
	
	x
	
	x
	x
	x
	x

	WBC (Total)
	
	x
	
	x
	x
	x
	x

	Neutrophil Count
	
	x
	
	x
	x
	x
	x

	Platelet Count
	
	x
	
	x
	x
	x
	x

	IMP dosing/Drug Compliance 
	
	
	x
	x
	x
	x
	x

	Visit Dates (per patient)
	x
	x
	x
	x
	x
	x
	x

	Demographics (including Date of Birth and Gender) 
	
	x
	
	
	
	
	


The CRF should capture all of the revelant above elements/ data points (blood and non-blood). The CRF will capture all the revelant information to ensure that all the documented statistical information thus dictated in the protocol is captured and documented. This also serves to monitor at the sponsor level patient eligibility and safety. 
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