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CHECKLIST OF ESSENTIAL DOCUMENTS FOR TRIAL SITE FILES AND SPONSOR FILES

ESSENTIAL DOCUMENTS DURING THE CLINICAL STUDY

 *International Conference on Harmonisation: Harmonised Tripartite Guideline for Good Clinical Practice E6 (CPMP/ICH/135/95), European Commission (1996).
“The minimum list of essential documents which has been developed follows. The various documents are grouped in three sections according to the stage of the trial during which they will normally be generated: 1) before the clinical phase of the trial commences, 2) during the clinical conduct of the trial, and 3) after the completion or termination of the trial. A description is given of the purpose of each document, and whether it should be filed in either the investigator/institution or sponsor files, or both. It is acceptable to combine some of the documents, provided the individual elements are readily identifiable. 

Trial master files should be established at the beginning of the trial, both at the investigator/institution’s site and at the sponsor’s office. A final close-out of a trial can only be done when the monitor has reviewed both investigator/institution and sponsor files and confirmed that all necessary documents are in the appropriate files. 

Any or all of the documents addressed in this guideline may be subject to, and should be available for, audit by the sponsor’s auditor and inspection by the regulatory authority(ies).” P. 41 ‘Essential Documents for the conduct of a clinical trial’ Summary of International Conference on Harmonization (ICH) Good Clinical Practice: Consolidated Guideline, May 9, 1997 

During the planning stage the documents below should be generated and should be on file before the trial formally starts. For some others also listed below should be added to the files during the study as evidence that all new relevant information is documented as it becomes available.

	ICH-GCP ref
	Title of Document
	Purpose
	File Location

Investigator/ Institution
	File Location

Sponsor

	8.3.1
	Investigator’s Brochure Updates
N.B. A literature search for updated safety information will be the Chief / Principal Investigator’s responsibility, whilst updated manufacturing and stability data etc will be the manufacturer’s responsibility.
	To document that investigator is informed in a timely manner of relevant information as it becomes available.
	X
	X

	8.3.2
	Any Revision to:

-protocol/amendment(s) and CRF

-informed consent form

-any other written information provided to subjects

-advertisement for subject recruitment (if used)
	To document revisions of these trial related documents that take effect during trial.
	X
	X

	8.3.3
	Dated, Documented Approval / Favourable Opinion of Institutional Review Board (IRB) / Independent Ethics Committee (IEC) of the following:

-protocol/amendment(s) and CRF

-informed consent form

-any other written information provided to subjects

-advertisement for subject recruitment (if used)

-any other documents given approval / favourable opinion

-continuing review of trial (where required)
	To document that the amendment(s) and/or revision(s) have been subject to IRB/IEC review and were given approval/favourable opinion. To identify the version number and date of the document(s).
	X
	X

	8.3.4
	Regulatory Authority(ies) Authorisations / Approvals / Notifications where required for:

-protocol amendment(s) and other documents
	To document compliance with applicable regulatory requirements.
	X(where required)
	X

	8.3.5
	Curriculum Vitae for New Investigator(s) and/or Sub Investigator(s)

CVs and GCP training certificates for new Investigators must be added to the TSF before they commence any trial related duties. The Study Delegation Log should be updated when researchers have joined or left the trial site team.
	 To document qualifications and eligibility to conduct trial and/ or provide medical supervision of subjects.
	X
	X

	8.3.6
	Updates to normal value(s)/ range(s) for Medical / Laboratory / Technical Procedure(s)/ Test(s) included in the Protocol
	To document any normal values and ranges that are revised during the trial. 
	X
	X

	
	
	
	
	

	8.3.7
	Updates of Medical / Laboratory / Technical Procedures/ Tests

-certification or

-accreditation or

-established quality control and/ or external quality assessment or

-other validation (where required)
	To document that tests remain adequate throughout the trial period. 
	X (where required)
	X

	8.3.8
	Documentation of Investigational Product(s) and Trial-Related Materials Shipment
	 To document shipping dates, batch numbers and methods of shipment if investigational product(s) and trial-related materials.  Allow tracking of product batch, review of shipping conditions, and accountability.
	X
	X

	8.3.9
	Certificate(s) of Analysis of new batches of Investigational Products
	 To document identity, purity, and strength of investigational product(s) to be used in the trial.
	
	X

	8.3.10
	Monitoring Visit Reports

For UHB-Sponsored CTIMPs, scheduled Monitoring Visits (areas and frequency as outlined in the trial agreement) will be carried out by the UHB R&D Office.

For Hosted CTIMPs, where Monitoring Visits will be carried out by the Sponsor an appropriate member of the UHB R&D Office reserves the right to attend as an observer, and a copy of the report should be provided by the Sponsor to the UHB.  Where the Sponsor has made no provision for conducting any Monitoring Visits, or where responsibility for this has been delegated to and accepted by the UHB, Monitoring Visits will be carried out by the UHB R&D Office. The CI/PI may also be expected to complete UHB Self Monitoring Reports which should be retained in the TSF for audit purposes.
Continued approval for the trial to proceed at the site is dependant upon satisfactory Monitoring Visits, the outcome of which are presented to the UHB’s Research Governance Group for consideration.  Any serious non-compliance with GCP which comes to light may result in suspension or withdrawal of approval for the CTIMP to continue at the site.


	To document site visits by, and findings of, the monitor.
	
	X

	8.3.11
	Relevant Communications other than Site Visits

-letters

-meeting notes

-notes of telephone calls

Include minutes of any Trial Steering / Data Monitoring Committee meetings.
	To document any agreements or significant discussions regarding trial administration, protocol violations, trial conduct, adverse event (AE) reporting etc.
	X
	X

	
	
	
	
	

	8.3.12
	Signed Informed Consent Forms

Those which delegated responsibility for taking informed consent should be listed as such on the Study Delegation Log – Monitors will check that signatures concur with those on consent forms.
	To document that consent is obtained in accordance with GCP and protocol and dated prior to participation of each subject in trial. Also to document direct access permission. 
	X
	

	8.3.13
	Source Documents
	To document the existence of the subject and substantiate integrity of trial data collected. To include original documents related to the trial, to medical treatment, and history of subject.
	X
	

	8.3.14
	Signed, dated and completed Case Report Forms (CRF)
	To document that the investigator or authorised member of the investigator’s staff confirms the observations recorded.
	X (copy)
	X (Original)

	8.3.15
	Documentation of CRF Corrections

Only those with formally delegated responsibility to amend CRF entries (listed on the Study Delegation Log) must do so.
	To document all changes / additions or corrections made to CRF after initial data were recorded.
	X (copy)
	X (Original)

	8.3.16
	Notification of Originating Investigator to Sponsor of Serious Adverse Events and Related Reports
	Notification by originating investigator to sponsor of serious adverse events and related reports in accordance with ICH-GCP Section 4.11.
	X
	X

	8.3.17
	Notification by Sponsor and / or Investigator, where applicable, to regulatory authority(ies) and IRB(s)/ IEC(s) of unexpected Serious Adverse Drug Reactions and of other safety information

Notification of Suspected Unexpected Serious Adverse Reactions, as described in protocol and outlined in Agreement, by those delegated responsibility for safety reporting (Study Delegation Log).
	Notification by sponsor and/or investigator, where applicable, to regulatory authorities and IRB(s)/IEC(s) of unexpected serious adverse drug reactions in accordance with ICH-GCP Sections 5.17 and 4.11.1 and of other safety information in accordance with ICH-GCP Sections 5.16.2 and 4.11.2.
	X (where required)
	X

	8.3.18
	Notification by Sponsor to Investigators of Safety Information
	Notification by sponsor to investigators of safety information in accordance with ICH-GCP Section 5.16.2.
	X
	X

	8.3.19
	Interim or Annual Reports to IRB/IEC and Authority(ies)

Interim Progress Reports must be submitted to the relevant REC every 6 months from the trial start date.
Developmental Safety Update Reports must be submitted annually to the REC and MHRA on the anniversary of the CTA being granted (date of the ‘Notice of Acceptance’ letter provided no outstanding ‘Remarks’, otherwise this will be the date of the MHRA letter acknowledging that the ‘Remarks’ have been satisfactory addressed by the Investigator). 

	Interim or annual reports provided to IRB/IEC in accordance with ICH-GCP Section 4.10 and to authority(ies) in accordance with ICH-GCP Sections 5.17.3.
	X
	X (where required)

	
	
	
	
	

	8.3.20
	Participant Screening Log
	To document identification of subjects who entered pre-trial screening and to record which subjects were screen failures, recruited or declined to participate.
	X
	X (where required)

	8.3.21 
	Participant  Identification Code List
This document should include full subject details and should not be copied or removed from the Trial Site File.  Its contents must not be disclosed outside of the host organisation.
	To document that investigator/institution keeps a confidential list of names of all subjects allocated to trial numbers on enrolling in the trial. Allows investigator/institution to reveal identity of any trial subject.
	X
	

	8.3.22
	Participant Enrolment Log
	To document chronological enrolment of subjects by trial number.

	X
	

	8.3.23
	Investigational Medicinal Products accountability at the site

This will usually be carried out by the relevant Pharmacy Department – to be arranged at trial set up phase and signed up to in the Pharmacy Schedule of the main agreement.

	To document that investigational medicinal product(s) have been used according to the protocol.
	X
	X

	8.3.24
	Signature Sheet

Where this requirement has already been met by the Study Delegation Log, this should be noted by way of a file note.
	To document signatures and initials of all persons authorised to make entries and/or corrections on CRFs.
	X
	X

	8.3.25
	Record of retained Body Fluids / Tissue samples (if any)

To include exact storage location (i.e. address, building, room number, freezer number, shelf number) and the name of the individual responsible for temperature monitoring and deviation alerts.
	To document location and identification of retained samples if assays need to be repeated or to facilitate destruction of samples at the end of the trial.
	X
	X
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