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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 Clinical Trials Database

EudraVIGILANCE
European database for Pharmacovigilance




GAfREC

Governance Arrangements for NHS Research Ethics

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  

MA


Marketing Authorisation

MHRA


Medicines and Healthcare products Regulatory Agency

MRC


Medical Research Council

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

RCT


Randomised Control Trial

REC


Research Ethics Committee

SAR


Serious Adverse Reaction

SAE


Serious Adverse Event

SDV


Source Document Verification

SOP


Standard Operating Procedures 

SmPC


Summary of Product Characteristics 

SSA


Site Specific Assessment

SSAR


Suspected Serious Adverse Reaction

Subject 

An individual who takes part in a clinical trial

SUSAR

Suspected Unexpected Serious Adverse Reaction 

TMG


Trial Management Group

TSC


Trial Steering Committee

1       Introduction
1.1 Background
1.2 Investigational Medicinal Product (IMP)
1.3 Preclinical Data [If already used in Human and in clinical phase, please say so]
1.4 Clinical Data to Date
1.5 Rationale and Risk/Benefits
2   Study Aims and Objectives

3   Investigational plan

3.1 Overall Design
3.2 Schema
3.3 Overview of Study population
3.4 Target Accrual
4   Subject Selection 

4.1 Inclusion Criteria
4.2 Exclusion Criteria
[Please insert any criteria relevant to your project, in addition please consider the bellow criteria: 4.2.1 to 4.2.4:]
4.2.1 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. [If the SmPCs of the IMPs state that the IMPs are not teratogenic you might be able to state that this is NA for your trial]
4.2.2 Females of childbearing potential must have a negative pregnancy test within 7 days prior to being registered for protocol therapy.   [If the SmPCs of the IMPs state that the IMPs are not teratogenic you might be able to state that this is NA for your trial].

4.2.3 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. 
4.2.4 Females must not be breastfeeding.

5 Study Procedures and Schedule of assessments

5.1 Informed consent procedures

5.1.1 It is the responsibility of the Investigator, or a person delegated by the Investigator [the delegation log needs to spell out who is authorised to take consent, only GCP trained individual can take consent in a Trust/College sponsored CTIMP] to obtain written informed consent from each subject prior to participation in this study, following adequate explanation of the aims, methods, anticipated benefits and potential hazards of the study. [if Senior Research Nurses will be taking consent please state it clearly in this section. State that the PI will countersign these consent forms prior to the IMP having been prescribed to these subjects. This is the opportunity for the PI to demonstrate a practical involvement in the project]. 
5.1.2 Ample time must be given for consideration by the patient before taking part. The PI must record when the patient information leaflet (PIL) has been given to the patient. [If the amount of time between the PIL being given and the date of consent is less than 24 hours, the PI needs to explain why this is the case in this study]. 
5.1.3 The Investigator or designee must explain the subjects are completely free to refuse to enter the study or to withdraw at any time during the study, for any reason.

5.1.4 If new safety information results in significant changes in the risk/benefit assessment, the consent form should be reviewed and updated if necessary. All subjects, including those already being treated, should be informed of the new information, giving a copy of the revised form and give their consent to continue in the study.

5.1.5 
If subjects under 16 are enrolled, one of the parent must sign the consent form and the subject sign an assent form. Once the subject becomes 16 he/she needs to sign a consent form.

5.2 Screening and Registration procedures
5.3 Randomisation procedures
5.4 Treatment procedures
5.5 Method for assigning subjects to treatment group
5.6 Flow diagram
5.7 Follow up procedures
5.8 Laboratory Assessments
5.9 Radiology or other Procedure
5.10 Unblinding procedures [if the trial is not blinded please say so]
5.11 Withdrawal

5.11.1 Withdrawal of Subjects

5.11.2 When and How to Withdraw Subjects 

5.11.3 Data Collection and Follow-up for Withdrawn Subjects

6 Investigational medicinal product(s) 

6.1 Definition of each IMP(s) [Please note that placebos are IMPs]
6.2 Product sourcing manufacture and supply [we need the MIA (IMP) license holder name and registration number, you can get it using this website:]
http://www.mhra.gov.uk/Howweregulate/Medicines/Licensingofmedicines/ManufacturersandWholesaleDealerslicences/index.htm]
6.3 Pre-meds
6.4 Prescription of IMP
6.5 Preparation and Administration of IMP
6.6 Prior and Concomitant Therapies
6.7 Dose modification/reduction/ delay
6.8 Toxicity profiles
6.9 Labelling and Packaging
6.10 Blinding of IMP
6.11 Receipt of IMP Supplies/Storage
6.12 Dispensing of IMP
6.13 Return or Destruction of IMP

7 Pharmacovigilance

7.1 General definitions
7.1.1 Adverse Events (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) 

Serious Adverse Event (SAE)

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 hospitalization

· Results in persistent or significant disability/incapacity

· Is a congenital anomaly/birth defect

Suspected Serious Adverse Reaction (SSAR)

An SSAR 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 suspected unexpected adverse reaction related to an IMP that is both unexpected and serious. 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 

7.2.2 Causality 

7.2.3 Expectedness 
7.3 Notification and reporting Adverse Events or Reactions
7.4 Notification and Reporting of Serious Adverse Events/SUSAR 
7.4.1
 For UK MIA IMP licensed IMPs only: As the IMP’s used in this project are licensed in the UK and used within their marketing authorization, the EXPECTED SARs (outlined in the SmPCs) will be RECORDED in the subjects’ notes and in the CRF.  No SAE forms will be completed and sent to the sponsor. 
7.4.2
 UNEXPECTED Serious Adverse Event (SAE’s) will be recorded in the subjects’ notes, the CRF, the sponsor SAE form and reported to the JRO within one working day of the PI or co-investigators becoming aware of the event.  The co-investigators listed in this protocol will be authorized to sign the SAE forms in the absence of the PI. Suspected Unexpected Serious Adverse Reactions (SUSAR’s) during the trial will be reported to the JRO and the main REC within one working day of the PI or co-investigator becoming aware of the event. 

7.4.3
 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 sponsor ASR form. The CI will carry out a risk benefit analysis of the IMPs encompassing all events having arisen on the trial. 

7.4.4
 The CI will send the Annual progress report to the main REC  (the anniversary date is the date on the MREC “favourable opinion” letter from the MREC) and to the sponsor.

7.5 Procedures for reporting Blinded SUSAR
7.6 Expected SAEs/ SARs and non reportable events
7.7 Pregnancy 
7.8 Overview of the Safety Reporting Process 
7.9 Pharmacovigilance responsibilities

8 Data Handling and Record Keeping

8.1 Confidentiality
8.2 Study Documents
8.3 Case Report Forms

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

8.4 Record Retention and Archiving
8.5 Compliance

The CI&PI will ensure that this study is conducted in accordance with the latest version of the “Declaration of Helsinki” (http://www.wma.net/e/policy/b3.htm) and the UK Legal Framework for Clinical Trials of IMPs, SI 2004/1031 and subsequent relevant amendments. The study must adhere to the principles outlined in the Guidelines for Good Clinical Practice”.
8.6 End of study definitions

9 Clinical governance issues
9.1 Ethical considerations
9.2 Summary monitoring plan

Phase IV trials (similar to usual care):

It is the CI’s responsibility to ensure that the BLT monitoring template (designed especially for the BLT/QM sponsored CTIMPs) is completed in a CONTINUOUS fashion (every SECOND months) throughout the study and kept up to date by the CI/co-investigators (for the first part of the report) and by the MONITORS NAMED  [if the person is not appointed at the time of protocol writing, the post title and the funder of the post must be outlined] ON THE FIRST PAGE OF THIS PROTOCOL (for both the first part and the source data verification part of the template). This trial is a Phase IV trial, similar to standard clinical care, using IMPs licensed in the UK and used within their marketing authorisation, this project is therefore risked as a “low risk (risk B)” project and the monitoring report will be sent to the JRO a year after the first consent has been signed and annually there after. The sponsor will carry out random on site monitoring checks (audit) to ensure that the monitoring reports have been completed accurately by the CI’s team and the corrective and preventive action outlined in the monitoring report have been addressed.
Phase III trials/trials using UK licensed drugs but for a different indication:

It is the CI’s responsibility to ensure that the BLT monitoring template (designed especially for the BLT/QM sponsored CTIMPs) is completed in a CONTINUOUS fashion (every 2 months) throughout the study and kept up to date by the CI/co-investigators (for the first part of the report) and by the MONITORS NAMED [if the person is not appointed at the time of protocol writing, the post title and the funder of the post must be outlined] ON THE FIRST PAGE OF THIS PROTOCOL (for both the first part and the source data verification part of the template). This trial is a Phase III trial/trial using IMPs licensed in the UK and used OUTSIDE their marketing authorisation, this project is therefore risked as a “substantial (risk C)” project and the monitoring report will be sent to the JRO six months after the first consent has been signed and bi-annually there after. The sponsor will carry out random on site monitoring checks (audit) to ensure that the reports have been completed accurately and the corrective and preventive actions outlined in the monitoring report have been addressed.
Phase I and II trials:

It is the CI’s responsibility to ensure that the BLT monitoring template (designed especially for the BLT/QM sponsored CTIMPs) is completed in a CONTINUOUS fashion (updated a minimum of once a month) throughout the study and kept up to date by the CI/co-investigators (for the first part of the report) and by the monitors NAMED [if the person is not appointed at the time of protocol writing, the post title and the funder of the post must be outlined] ON THE FIRST PAGE OF THIS PROTOCOL (for both the first part and the source data verification part of the template). This trial using IMPs NOT LICENSED in the UK is a Phase I/II [please delete I or II accordingly] trial and therefore risked as a “high risk (risk D)” project. The monitoring report will be sent to the JRO twice a year or after every 5 subjects have been consented. Representatives of the sponsor will carry out on site monitoring checks (audits) to ensure that the monitoring report has been completed accurately and the corrective and preventive actions outlined in the monitoring report have been addressed.

9.3 Audit and inspection
9.4 Reporting of Serious breaches in GCP or trial protocol
9.5 Trial Committees (steering, safety…)
10 Statistics
10.1 Endpoints
10.1.1 Primary endpoints

10.1.2 Secondary Endpoints

10.1.3 Study definitions
10.2 Statistical considerations

10.2.1 Sample Size

10.2.2 Planned recruitment rate
10.3 Statistical Analysis
10.4 General considerations
10.5 Frequency of Analysis
10.6 Primary end point analysis
10.7 Secondary endpoint analysis
10.8 Interim Analysis
10.9 Randomisation and Stratification

11 Study Finances

11.1 Funding Sources
11.2 Subject expenses +/- payments

12 Sponsorship and Indemnity

13 Publication policy

14 References

15 Appendices

This section should contain the list [Do not copy and paste the documents as you do not want to have to make a protocol substantial amendment every time you make a substantial amendment for each of these documents] all pertinent documents associated with the management of the study.  The following is a list of attachments, those with an astrix* must be submitted to the Ethics Committee with the protocol. 
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Consent Form*
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Information Sheet*
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GP letters / advertisement / any other letters/documents to be given/sent to subjects/patients*
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Layman’s Summary*
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Peer Review both Internal and External*
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Investigator Agreement (for any investigator, other than sponsor-investigator, who participates in the study)*

· Study Procedures Flowchart/Table

· Case Report Form

· Core Lab Instructions To Investigators

· Specimen Preparation And Handling (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 (e.g. if there is a special regimen for transitioning a subject from their baseline medication over to study medication)

· Antidote Preparation And Delivery (e.g. special instructions for preparing and delivering any therapy designed to reverse the effects of the study drug, if applicable)

· Study Plan Flowchart

· Source Data Identification List

· Study costing 
Risk Assessment process Ref:

http://www.drrc.ap-hop-paris.fr/recherche_clinic/classification/niveau_risque.php#risque1
Title





Full Title of Protocol





Protocol Version Number and Date





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





Short Title





Shortened Title 





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 Ethics, R&D and /or Trust to when the last subject/patient recruited has completed all study processes





Study Centres





Single Centre or Multi-centre. If multi-centre record number involved.





Objectives











Phase of the Trial





Brief statement of key primary objectives











I, II, III, IV?





Number of Subjects/Patients 





Number of Subjects/Patients expected to be recruited for the whole study and all sites if applicable. 





Main Inclusion Criteria





Note 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
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