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BACKGROUND

With the large volume of documentation required for each trial a standard filing system is necessary. Documentation for each study should be kept in a specific study file with a dedicated member of staff responsible for maintenance and updating the file. Some sponsors may provide the study file (also known as Investigator Site File or Trial Master File) for specific studies.

ICH Good Clinical Practice guidelines define the study documents to be filed as “those documents which individually and collectively permit evaluation of the conduct of a trial and the quality of the data produced”. Whilst demonstrating compliance with ICH Good Clinical Practice, the filing of study documents in an orderly, timely manner also greatly assists the smooth running of the study and any future audit or inspection.

PURPOSE

To describe the procedure for the filing of study documentation.

PROCEDURE 

1. WHO?

The Research Practitioner and/or other designee(s) as documented on the Site Responsibility Log must ensure that the study file(s) are established and properly maintained.

2. WHEN?

A study file should be prepared as soon as possible after the first contact by the sponsor, or for trials where there is no external sponsor, as soon as an outline protocol is available.  The file should be actively maintained and updated from this time until the trial is formally closed.  When it becomes available, the final report should be filed in the study file.

3. HOW?

· Specific space will be allocated for the filing of prospective studies, where protocols, Investigator Brochures and early correspondence can be stored when they are first produced or received by the department. The filing system should be segmented so that individual trial documentation remains separate, to avoid miss-filing/loss of documents and correspondence.

· Should the investigator or the department decide not to participate in the study, the protocol and Investigator’s Brochure should be returned to the external sponsor (if applicable).

· If the study is to proceed, a study file will be established and all accumulated material should be transferred to the study specific file.

· The Study File should be labelled with the protocol number and other information as determined by the study sponsor. The telephone number of the Sponsor and a contact name should also appear on the label, or on the cover of the folder. 

· It is the responsibility of the identified Clinical Trial Practitioner and/or designee to ensure that all essential documents have been collated prior to study initiation and that the study file is maintained throughout the study. The degree of required documentation currently may differ between Industry supported research and academic research, with the level of documentation required for each study being determined by the sponsor. This looks set to change with the implementation of the EU Directive for Clinical Research, therefore this SOP documents the current minimum standard of documentation as outlined in ICH GCP.  Appendix A, documents the essential documents necessary for conduct of a study, grouped according to pre-study, during study and completion of study (ICH GCP; Section 8.2, 8.3 and 8.4). 

· The study file will be divided into sections as set out in Appendix B.
· If any documents are filed separately from the Study File, then a note should be made in the study file detailing where the document is stored.

· A study file may consist of more than one volume and so should be labelled File 1, File 2 etc. 

· Some of the documents contained in the file will be original documents and the file(s) therefore should be retained in a secure place, with restricted access.
Additional Documentation:

· Not listed in ICH GCP, but recommended that there should be a formal log of delegation of duties by the investigator for each trial.  This should indicate nature of duty being delegated, person being delegated to (with signature), date of start and finish of delegated duty. This list should include Sub-Investigators, Research Nurses (if taking consent, etc), Data Managers (CRF completion).  This should be updated as and when there are any changes in personnel, or delegation of duties.  Each change to be signed by the investigator.

· Training records.  Individual members of staff should retain their own training records in their Professional Development Portfolio, which should be available for inspection.  These should contain a record of all training events undertaken, with appropriate certificates or conference programmes.  A central log of staff training should be retained within the centre.

Filing source documents

Source documents are the original documents related to the trial, to medical treatment and the history of the subject e.g. the patients medical record, laboratory reports, subject diaries, x-ray films etc.

Source documents must be traceable.  If documents are routinely stored separately from the patient notes, and they belong to the source data, then a note should be made in the Study File or in the other source data, as to where the other documents are stored.  If there are several such documents, it maybe necessary to complete a table for each, documenting where they can be found (Location of Source Data form). 

4. OTHER RELATED PROCEDURES

To be specified at a later date but likely to include;

SOP 2

Definition of Responsibilities

SOP X   
Data Protection

SOP X

Archiving

SOP X

Performing and Documenting Clinical Team Training

5. APPENDICES

Appendix A
Essential Documentation for the Conduct of a Clinical Study

Appendix B
Suggested Lay Out of Filing System for Study File

APPENDIX A.

· Before the clinical phase of the trial commences (Section 8.2)
	ICH GCP Ref.
	Topic
	Located in Investigator file
	Located in file of sponsor

	
	
	
	

	8.2.1
	Investigator’s Brochure

To document that relevant and current scientific information about the investigational product has been provided to the investigator


	X
	X

	8.2.2
	Signed protocol and amendments, if any, and sample case report form

To document investigator and sponsor agreement to the protocol and amendment(s).


	X
	X

	8.2.3
	Information given to trial subject

Informed Consent Form

Patient Information Sheets

*The PIS and Consent Forms should be on institution headed paper

Advertisement for subject recruitment

Other


	X
	X

	8.2.4
	Financial aspects of the trial

To document the financial agreement between the investigator/institution and the sponsor for the trial.


	X
	X

	8.2.5
	Insurance statement (where required)

To document that compensation to subject(s) for trial related injury will be available.


	X
	X


	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.2.6
	Signed agreement between involved parties, eg.:
Investigator/institution and sponsor


	X
	X

	8.2.7
	Dated, documented approval of Independent Ethics Committee of the following:

Protocol and any amendments

CRF (if applicable)

Informed Consent Forms

Patient/Parent Information Sheets

Any other documents given

Approval/favourable opinion

To document that the trial has been subject to Independent Ethics Committee review and given approval/favourable opinion.  To identify the version number and date of the document(s).


	X
	X

	8.2.8
	Independent ethics committee composition

To document the ethics committee is constituted in agreement with GCP.


	X
	X

	8.2.9
	Regulatory authority authorisation

To document that appropriate regulatory approval has been obtained prior to initiation of the trial in compliance with the applicable regulatory requirements.


	X


	X

	8.2.10
	Curriculum vitae and other documents evidencing qualifications of investigator(s) and sub-investigator(s)

To document qualifications and eligibility to conduct trial and/or provide medical supervision of subjects.


	X
	X


	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.2.11
	Normal values/ranges for medical/lab tests included in the protocol
To document normal values and or ranges of the tests.


	X
	X

	8.2.12
	Medical/lab/technical procedures/tests

Certification or accreditation; established quality control; other validation.

To document competence of facility to perform required tests, and support reliability of tests.


	X
	X



	8.2.12
	Sample of label(s) attached to medicinal products

To document compliance with applicable labelling regulations and appropriateness of instructions to subjects.


	
	X

	8.2.14
	Instructions for handling of investigational products and trial-related materials (if not in protocol or Investigator Brochure)

To document instructions needed to ensure proper storage, packaging, dispensing and disposition of investigational products.


	X
	X

	8.2.15
	Shipping records for investigational numbers products

To document shipment dates, batch and method of shipment etc of investigational products.


	
	X

	8.2.16
	Certificates of analysis of investigational product shipped

To document identity, purity and strength of investigational product to be used in the trial.


	X
	X

	8.2.17
	Decoding procedures for blinded trials

To document how, in event of an emergency, identity of blinded investigational product can be revealed.


	X
	X

	8.2.18
	Master Randomisation List

To document method of randomisation of trial population.


	
	X


	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.2.19
	Pre-trial monitoring report

To document that the site is suitable for the trial. May be combined with 8.2.20.


	
	X

	8.2.20
	Trial initiation monitoring report

To document that trial procedures were reviewed with investigator and investigator’s trial staff.


	X
	X


8.3
During the clinical conduct of the trial

In addition to having on file the above documents, the following should be added to the files during the trial as evidence that all new relevant information is documented as it becomes available.

	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.3.1
	Investigator’s Brochure updates

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

Patient/Parent Information Sheets

To document revisions of these documents during the course of the trial.


	X
	X

	8.3.3
	Dated, documented approval of independent ethical committee of the following:

Protocol amendment(s)

Revisions of:

-  Informed consent form

-  Patient/Parent Information Sheets

-  Any other documents where approval required.


	X
	X

	8.3.4
	Regulatory authorities approvals where required for:

Protocol amendments and other documents.

To document compliance with applicable regulatory requirements.


	X
	X

	8.3.5
	Curriculum vitae for new investigator(s) and sub-investigator(s)


	X
	X

	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.3.6
	Updates to normal values/ranges

To document revisions to normal values/ranges during the course of the trial.


	X
	X

	8.3.7
	Updates of medical/lab/technical procedures/tests

To document that tests remain adequate throughout the trial period.  


	X
	X

	8.3.8
	Documentation of investigational product


	X
	X

	8.3.9
	Certificates of analysis for new batches of investigational product


	
	X

	8.3.10
	Monitoring visit reports

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


	
	X

	8.3.11
	Relevant communication other than site visits

Letters inc. printed emails

Meeting reports

Notes of telephone calls

To document any agreements or significant discussions regarding trial administration, protocol violations, trial conduct, adverse event reporting


	X
	X

	8.3.12
	Signed informed consent forms

To document that consent is obtained in accordance with GCP and protocol and dated prior to participation of each subject in trial.


	X
	

	8.3.13
	Source documents

To document the existence of the subject and substantiate integrity of trial data collected.  


	X
	

	8.3.14
	Signed, dated and completed case report forms

To document that the investigator or authorised member of investigator’s staff confirms the observations recorded.


	X

(copy)
	X

(original)

	8.3.15
	Documentation of CRF corrections

To document all changes/additions or corrections made to CRF after initial data were recorded.


	X

(copy)
	X

(original)

	8.3.16
	Notification by originating investigator to sponsor of serious adverse events and related reports
	X
	X

	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.3.17
	Notification by sponsor and/or investigator, where applicable, to regulatory authorities of unexpected serious adverse drug reactions and of other safety information


	X

(where required)
	X

	8.3.18
	Notification by sponsor to investigators of safety information


	X
	X

	8.3.19
	Interim or annual reports to independent ethics committees


	X
	X

(where required)

	8.3.20
	Subject screening log

To document identification of subjects who entered pre-trial screening.


	X
	X

(where required)

	8.3.21
	Subject identification code list


	X
	

	8.3.22
	Subject enrolment log

To document chronological enrolment of subjects by trial number


	X
	

	8.3.23
	Investigational products accountability at site

To document that investigational products have been used according to the protocol


	X
	X

	8.3.24
	Signature sheet

To document signatures and initials of all persons authorised to make entries and/or corrections on the CRFs


	X
	X

	8.3.25
	Record of retained body fluids/tissue samples (if any)

To document location and identification of retained samples if assays need to be repeated.


	X
	X


8.4 After completion or termination of trial

After completion or termination of the trial, all of the documents identified in sections 8.2 and 8.3 should be in the file together with the following:

	ICH GCP Ref. 
	Topic
	Located in Investigator file
	Located in file of sponsor

	8.4.1
	Investigational product(s) accountability at site

To document that the investigational products have been used according to the protocol. To document the final accounting of investigational products received at the site, dispensed to subjects, returned by the subjects and returned to sponsor.


	X
	X

	8.4.2
	Documentation of investigational product destruction

To document destruction of unused investigational products by sponsor or at site.


	X

(if destroyed at site)
	X

	8.4.3
	Completed subject identification code list


	X
	

	8.4.4
	Audit certificate (if available)

To document that audit was performed.


	
	X

	8.4.5
	Final trial close-out monitoring report

To document that all activities required for trial close out are completed, and copies of essential documents are held in appropriate files.


	
	X

	8.4.6
	Treatment allocation and decoding documentation


	
	X

	8.4.7
	Final report by investigator to Independent ethics committee where required

To document completion of the trial


	X
	

	8.4.8
	Clinical study report

To document results and interpretation of trial.


	X

(if applicable)
	X


APPENDIX B

Suggested Lay Out of Filing System for Study File

1. Study Protocol

1.1 Study Summary (if applicable)

1.2 Final Protocol and Amendments (signed & dated by Principal Investigator (PI))

1.3 Investigator Brochure & Updates (if applicable) 

1.4 Clinical Trial Agreement

1.5 Financial Agreement

1.6 Patient Information. Master copy of Patient Information Sheets, Consent Form/s (on local headed paper), Invitation Letters, Questionnaires, Advertisements (all approved versions, including superseded versions).
1.7 Copy of G.P. Letter

1.8 Other e.g. Patient Handbook (if applicable)
2. Ethics

2.1 Ethics Approval(s) (MREC +/- LREC)

2.2 Ethics Composition and Constitution

2.3 Ethics Correspondence

2.4 Ethics Reports 
(Annual Reports, Safety Reports, Final Report by Principal Investigator on study closure & other Interim Reports).

2.5 R&D Approvals

2.6 R&D Correspondence

3. Regulatory
3.1 Regulatory Authority (ies) Authorisation/Approval (DDX/CTX >May 04 Clinical Trial Authorisation) 

3.2 Insurance Statement / Indemnity. (Copies of Certificates/Agreements)

4. Correspondence (Except Ethics and/or Trust)

Include all written correspondence, records of telephone contact/s, electronic correspondence and minutes/notes of study meetings.

5. Serious Adverse Events

5.1 Sample SAE Form and copy of reporting procedures 

5.2 Completed SAE forms (if not included in the CRF/s)

5.3 Copies of all correspondence from PI to Sponsor/Regulatory Authority (ies) reporting SAEs

5.4 Safety Reports/Medical Alerts from Sponsor to PI

6. Patient Documents
6.1 Signed Informed Consent Forms (a copy should also be filed in each             subjects medical notes and a record made that the patient also has a copy)

6.2 Subject Screening Log (to document identification of subjects who entered pre-trial screening, even if subsequently were not entered into study, Document reasons for non-entry, as appropriate)

6.3 Subject Identification Code List/Patient Tracking Log (confidential list of names/hospital number of all subjects enrolled on study & allocated trial numbers, allowing ease of identification of all subjects as required)

6.4 Subject Enrolment Log (to document chronological enrolment of subjects by trial number)

6.5 Research Labels for Subjects Medical Notes (if appropriate)

7. Data Collection

7.1 Sample CRF + Completion Guidelines

7.2 Location of Source Data Form (as appropriate) (This can be produced as a record of where specific source data is located)

7.3 Data Queries & Correction Forms (may be filed in CRF)

7.4 Record of retained body fluids/tissue samples (if appropriate)

7.5 Laboratory Documentation (Normal values/ reference ranges for technical procedures and/or test (s) Included in the protocol, Accreditation Certificates, copies of Calibration Records for Technical Equipment).

8. Site Staff

8.1 CVs –signed and dated by appropriate staff member

8.2 Study Delegation Log/Site Responsibility Log (title can vary from centre to centre, but essentially a log that captures each member of the study team and their individual responsibilities in the management and conduct of the study and is signed & dated by the PI)

8.3 Signature Sheet (to document signatures and initials of all persons authorised to make entries and/or corrections on CRFs)

9. Pharmacy (For convenience this documentation may be filed in the Pharmacy Department until study closure, where upon it can be transferred for completeness into this section of Investigator Site File. If documentation is to be archived by the Pharmacy Department, it should be documented in this section of the file.)

                  9.1 Instructions for handling Investigational Product and related materials (if not included in the protocol or Investigator’s Brochure)

                  9.2 Investigational Products Accountability Record

                  9.3 Shipping Records for Investigational Product(s) and Trial-Related Materials. 

                  9.4 Certificates of Analysis of Investigational Product (if appropriate but more likely to be held by Sponsor)

                  9.2 Decoding Procedure for Blinded Trials (as appropriate). (The location of the decoded envelopes should be noted in this section).

                  9.2 Documentation of Investigational Product Destruction

10. Monitoring & Audit

10.1 Study Initiation Report completed by Sponsor (as applicable)

10.2 Monitoring Log

10.3 Audit Reports

10.4 Clinical Study Report (if applicable)

10.5 Other 
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