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1.
PURPOSE

This SOP describes the essential documentation that should be maintained within the SHIELD Trial Master File (TMF), as required under the International Conference on Harmonisation Good Clinical Practice (ICH GCP).

2.
INTRODUCTION

A TMF is a standard filing system which allows the effective storage and location of essential documents – the large volume of regulatory and approvals documents needed for clinical research.    The filing system can be in the form of a single file or a number of files within a filing cabinet, whichever is deemed most appropriate.   The regulatory and approvals documents within the TMF should be maintained alongside any source documentation.

The requirement to maintain a set of essential documents within a TMF comes from ICH GCP, an internationally recognised standard for the initiation, conduct, recording and reporting of clinical research involving human participants, particularly drug trials;  the principles of which were adopted in UK law in the Clinical Trials Regulations.   As a consequence, it is a legal requirement to maintain a TMF for all clinical trials of Investigational Medicinal Products (IMPs) within the scope of the Regulations.

Although the Regulations do not indicate that all detailed aspects of ICH GCP must be followed, it is widely recognised that essential documentation is the primary quality system for validating the safe and appropriate initiation and conduct of clinical trials of IMPs.   Furthermore, whilst demonstrating compliance with ICH GCP, the filing of regulatory and approvals documents in an orderly manner greatly assists the smooth running of a project and any research evaluation and/or audit by the Sponsor or Regulatory Authority (such as the MHRA).   
If after reading the SOP, anything is unclear or you would like to discuss study documentation in greater detail, please contact the Study Manager (0191 222 7632).   

3.
PROCEDURE


3.1
Essential documents and TMF Initiation and Maintenance


The TMF should be established as soon as possible after the decision is made 
to contribute to the study.     A dedicated member of the site staff should be 
responsible for maintaining and updating the essential documents within the 
TMF from this time until the project is formally closed.   This should be the 
Chief Investigator or his or her designate. 


Appendix 1 lists the essential documents which should be maintained within 
the TMF.   The TMF should be held at the investigational site.


As documents may need to be amended during a project, it is important that 
amendment chronologies are kept, indicating changes and the dates when 
they are implemented.   Old documents must be retained in the TMF 
alongside the new amended versions.


3.2
Storage


As some of the documents within the TMF will be originals and/or contain 
confidential data, it is important that they are retained within a secure place, 
with restricted access.   It is recognised as best practice to store documents 
within a locked cupboard within a locked room.   Documents must be 

maintained in a legible condition with prompt retrieval possible.   There are 
currently no regulations relating to the storage of documents in electronic 
format, until such a time, it is necessary to print and retain hard copies of such 
information.


3.3
Archiving


It may be necessary for study documentation to be examined and checked 
after the study is finished so essential documents should be archived in an 
easily accessible way and readily available on request.      Archiving should 
occur after the closeout report is issued.

All essential documents should be boxed and clearly labelled with the 
following information:


(
SHIELD STUDY :   A phase II study VEPEMB in patients with 


Hodgkin’s Lymphoma aged > 60 years.

(
Site Name


(
Site Principal Investigator


(
Date of archive


The documents should be stored in a secure room with appropriate 
environmental controls (and adequate protection from fire, without water 
sprinkler systems, water etc) and access only by authorised personnel.   Any 
change in the ownership and location of documentation should be 
documented in order to allow the tracking of the stored records.   If archived 
documents are reviewed at a later date, it is good practice to record who, what 
documents were reviewed and the date they were accessed in an archive 
index-log and retain it with the TMF.


All study related documents should be kept for a minimum of 15 years.   Once 
this time has elapsed, a destruction log should be kept for a further 5 years, 
listing everything that has been destroyed and the reasons why it was 
destroyed.  
4.
REFERENCES
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5.
APPENDICES


5.1
Appendix 1



Essential Documents to be Maintained within the TMF
	
	Title of Document
	Further details
	Checklist

	1
	PROTOCOL AND CONSENT
	
	

	1.1
	Final protocol and amended protocols with version numbers
	Signed and dated by PI
	

	1.2
	Copies of amendment correspondence

with MREC & MRHA relating to Study amendments
	
	

	1.3
	Example of Patient Information Sheet and Informed Consent Form and any amendments
	
	

	1.4
	Example of Quality of Life Form
	Completed by patient before treatment, after treatment, and at 2 years and 5 years post treatment
	

	1.5
	Example of letter sent to patient’s GP
	
	

	
	
	
	

	2
	ETHICS
	
	

	2.1
	Ethics Approval Letter(s)
	To document that the site has received SSA approval
	

	2.2
	Any ethics correspondence
	
	

	2.3
	Any ethics reports
	For example annual reports, final reports by CI etc
	

	2.4
	MREC application
	
	

	
	
	
	

	3
	RESEARCH AND DEVELOPMENT
	
	

	3.1
	Trust R&D application form and approval letter
	To document that the Study has received local R&D office approval where the research is being conducted.
	

	3.2
	Copy of Clinical Trial Agreement
	To document agreements and responsibilities for the preparation, conduct and closure of the trial
	

	3.3
	Copy of Sponsorship letter
	
	

	4
	REGULATORY
	
	

	4.1
	Copy of MHRA Clinical Trial Authorisation certificate
	
	

	4.2
	Copy of end of Study notification form sent to the MHRA
	Available at end of Study
	

	5
	RESEARCH TEAM STAFF AND TRAINING
	
	

	5.1
	Signed and dated CV evidencing the qualifications of the Principal Investigator/research team
	To document the qualifications and eligibility of the PI and any key members of the research team to conduct the study or to provide medical supervision of subjects.
	

	5.2
	SHIELD Signature and Delegation Log
	To be completed and returned to SHIELD Centre at end of Study
	

	5.3
	Copy of SHIELD Study Registration Form
	Signed and date by PI
	

	5.4
	Copy of Honorary Contracts (if applicable)
	
	

	5.5.
	Copy of eCRF Training Certificate

(if applicable)
	
	

	6
	PARTICIPATION INFORMATION
	
	

	6.1
	Copies of original informed consent forms signed by each study participant
	
	

	6.2
	Subject Enrolment log
	To document the chronological enrolment of subjects into the trial
	

	6.3
	Copies of Quality of Life Forms completed by patients
	Originals sent to Newcastle Study Centre
	

	6.4
	Copies of diagnostic histopathology report
	
	

	7
	SAFETY


	
	

	7.1
	Blank SAE recording and reporting forms
	
	

	7.2
	Copies of completed SAE forms
	
	

	7.3
	Copies of Safety Reports provided by SHIELD Centre
	
	

	8
	CASE REPORT FORMS


	
	

	8.1
	Copy of eCRF Handbook
	Instructions on completing eCRF
	

	8.2
	Disks containing eCRF data
	Provided at end of study by SHIELD Central Office
	

	9
	MONITORING


	
	

	9.1
	Monitoring Visit Reports
	
	

	9.2
	Site R&D Audit Reports
	
	

	10
	LABORATORIES


	
	

	10.1
	Accreditation Certificates of Laboratories Used
	
	

	10.2
	Normal value references
	
	

	10.3
	Record of any retained samples/tissues taken during study
	
	

	11
	GENERAL CORRESPONDENCE


	
	

	11.1
	Copies of all correspondence relating to the study
	Excluding REC, MHRA and R&D
	

	11.2
	Records of all significant telephone conversations relating to the Study
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