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Purpose

In order for clinical trials to be run in accordance with ICH-GCP (ICH Harmonised Tripartite Guideline for Good Clinical Practice) there are certain essential documents that must be compiled and retained at each study site. These documents serve to demonstrate the compliance of the Sponsor, Investigator and Monitor with the standards of ICH-GCP and applicable regulatory requirements.

To encourage compliance with ICH-GCP and promote successful management of clinical trials within University Hospitals Bristol (UH Bristol), the Research Management Office has developed a template for an Investigator Site File (ISF). This template is designed to assist Chief/Principal Investigators (CI/PI) in compiling those essential documents required at research sites and creating a central document store and information source in which to file them.

File index

The front page of the ISF template is a recommended index page. This page divides the site file into 14 sections, with each section designed to keep documents relating to the individual types of approval required or the different records which need to be retained. The final section has been purposely left blank in case you wish to keep any particular records not already covered in the template. We recommend that in creating your ISF you use an A4 ring binder or A4 lever arch file or equivalent and using file dividers create 14 separate sections using the headings detailed on the index page. The index page should then be stored at the front of your file behind the Study Information/Contact page. 

Recommended contents

The contents pages of the ISF template are designed to act as a reference to enable you to collate all the documentation you require. They include headings under the 14 separate sections of the ISF and allow you to check that you have all the necessary approvals in place, have made all the necessary arrangements regarding funding and sponsorship and have collated all the specific documentation you require in order for your study to start successfully. Additionally, it will act as a reference document and allow you to check that while the study is ongoing you are filing all the necessary and correct records, as well as providing a single place for all these records to be kept. The contents pages also provide a list of all reports which need to be submitted at the conclusion of the study.

It is recommended that the contents sheets are kept at the front of the study file along with the index and front page in order to act as a quick reference document.

Appendices

The ISF template includes seven appendices designed to be used for maintaining certain records required for compliance with ICH-GCP. These appendices should be stored in the relevant sections of the ISF as per the contents table.

Appendix 1: Site Staff Training Log
This document should be used to provide a record of the training undertaken by each member of the research team in the study protocol, any applicable specific standard operating procedures and GCP. Each member of the research team and the PI should provide a signature to confirm the member of staff is appropriately trained before working on the study in line with ICH-GCP 4.1.5 and 8.2.10.
Appendix 2: Site Staff Training Log – for Amendments
This document should be used to provide a record that members of the research team have completed the necessary training following any protocol amendments that are implemented during the study. Each member of the research team and the PI should provide a signature to confirm the member of staff is appropriately trained before working on the study in line with ICH-GCP 4.1.5 and 8.2.10.
Appendix 3: Site Staff Signature Log and Delegation of Site Tasks

The purpose of this document is to record the details of all staff who are working or have worked on the study and additionally record the specific study tasks which each member of site staff performs. The table includes columns in which to record the staff members’ initials, their role in the study, their signatures and the dates between which they worked on the study. At the bottom of the document there are the numbers 1-10 with a blank space to the right of each number. The purpose of this is so that the CI/PI, when completing the delegation log for each member of site staff, may list the specific study tasks against each number and then only need fill in numbers against each member of site staff as opposed to listing all of their duties. The log should be signed and dated by the PI to provide documentation of when specific duties were delegated to each member of staff and to record that the PI is happy that they are appropriately qualified to perform these tasks.
This document is designed so that should the need arise it is possible to identify who has made changes to the CRF/who has performed specific study procedures and additionally to keep a record of who has worked on the study. Furthermore it serves to demonstrate compliance of the investigator with ICH-GCP sections 8.3.24 and 4.1.5.
Appendix 4: Subject Screening and Recruitment Log

This document should be used to keep a chronological record of those potential subjects screened for the study and those recruited for the study, their screening and withdrawal dates and whether or not they completed the study. Completion of this document serves to demonstrate compliance with ICH-GCP 8.3.20 & 8.3.23.

Appendix 5: Study Specific Document Log

This document should be used to record the date that written consent was given by each subject and to provide evidence that they have received a copy of their signed Informed Consent Form (ICF) and Patient Information Sheet (PIS) and furthermore that these documents have been copied to each subject’s medical records and the original ICF stored at site. Similarly it will provide a record that each subject’s GP has been informed of their participation in the study and that the GP letter has been copied to the subject’s medical records. It will also provide evidence that the patient was given sufficient time to consider entry to the study. Completion of this document serves to demonstrate compliance with ICH-GCP 4.8.11 & 8.3.12. 
Appendix 6: Record of Retained Body Fluids/Tissue Samples

This document is provided as an appendix on the ISF template in order for investigators to keep a record of any tissue samples or samples of body fluid taken from subjects during the study. The details recorded on this form will allow anyone looking at it to identify when samples were taken, what type of samples were taken, where they are stored and how long they should be retained. This will be of particular advantage, if for example, tests or assays need to be repeated. This document, completed correctly, will also act as a prompt to ensure that the subject has given consent for samples/fluids to be taken and retained and furthermore serves to demonstrate compliance with ICH-GCP 8.3.25.

Appendix 7: Version control of study documents
This document should be used to record version numbers and dates of all study documentation used in a trial (e.g. protocol, patient information sheets etc) including those documents which have been superseded. It also provides a means of recording when these amendments have been approved by ethics, R&D and the MHRA to ensure they have not been implemented before gaining approval. This appendix will therefore provide a clear audit trail of all documents used and amended throughout the course of the study. Completion of this document serves to demonstrate compliance with ICH-GCP 8.2.7 & 8.3.2.   
The ISF template includes one copy of each appendix; it is advised that you retain an electronic copy of the ISF template, available on the research website at http://www.uhbristol.nhs.uk/research/information-for-researchers/post-approval.html in order that you are able to print multiple copies of these as and when you need them. If however for any reason you are unable to print further copies please contact the Research Management Office.

The Research Management Office supports the use of similar documents/records to those listed as appendices 1-5 above and supports the use of similar document management systems to the ISF. The ISF template is only a guide to how documents may be stored and need not be followed if similar processes are already in place at site. The Research Management Office does, however, advise that all essential documents relating to ICH-GCP, Research Governance and regulatory agency authorisation are filed together as access to them will be required should your project be selected for monitoring. These documents are usually the ones inspected during regulatory agency inspections and may be required by the MHRA at any stage during the study and up to 15 years following completion of the study.

The Research Management Office has introduced a new training resource and can offer you, or one of your research team, practical advice and assistance in setting up your site file in preparation for the start of your study. A mutually convenient time could be arranged in which to do this on site.  If you would be interested in this service please contact us.
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