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1. Purpose/scope
An investigator is required to maintain trial documents in way that prevents their accidental or premature destruction (ICH GCP E6(R2). As such, site should have a process for generating important documents and a systematic filing system to follow (usually called an Investigator Site File, ISF). This procedure therefore applies to those team members responsible for generating such documents and/or setting up/maintaining an ISF.
2. Abbreviations
CRF

Case Record Form

GCP

Good Clinical Practice
IP

Investigational Product
ISF

Investigator Site File
PI

Principal Investigator
3. Definitions
Essential Documents

Documents which individually and collectively permit evaluation of the conduct of a study and the quality of the data produced (see 8. Essential Documents for the Conduct of a Clinical Trial, ICH GCP E6(R2)).

Investigator Site File (ISF)

Files of Essential Documents held by the Investigator. NB on occasion sites may also hold the Sponsor's Essential Documents, where the Principal Investigator (PI) assumes a Sponsor-investigator role.
4. Associated forms
AD02.1 Contents of the Investigator Site File


AD02.2 Checklist of Essential Documents

AD02.3 File note
5. Procedure
5.1 Generation of Essential Documents
The PI delegates authorship of relevant Essential Documents to competent and suitably trained members of the trial team. The version of important documents (e.g. protocol, informed consent forms, case record forms, trial-specific guidelines) should be controlled and contain at least a trial reference number, version and/or date. E.g. [protocol name and/or number] [version 2] [date]

Trial-specific forms are developed by reference to appropriate SOPs where relevant. Signatures should be ‘wet’ unless a suitable electronic signature process is used.
5.2 Setting up and access to the ISF
The ISF is set up during the planning stages of the trial according to an index such as AD02.1 (though actual content may vary depending of the nature and scope of the trial). A suitable place accessible to only those members of a trial team who require it will be chosen. Cabinets should be fire-resistant and protected from water damage (from leaks, plumbing and water-based fire systems). Both cabinets and the room they are stored in should be lockable. Sponsors, regulatory authorities and ethics committees will be given supervised access to the relevant ISF on request.
5.3 Maintenance of the ISF
The PI delegates a member of the trial team to verify contents of the ISF before, during and after completion of the trial (AD02.2). The trial should not start until section 1 has been checked as complete or archived until section 3 has been checked as complete. Section 2 will be updated as new documents are developed/received.
Paper documents will be filed in the ISF without undue delay, while electronic copies (scanned where necessary) will be placed in the allocated access-controlled trial directory where possible (exceptions may include signed informed consent forms, source documents, completed CRFs, participant logs and IP accountability forms). 
Working copies of documents distributed to members of the trial team should be managed to ensure outdated versions are replaced when amended or updated. Outdated copies should be retrieved and destroyed.
If an Essential Document is removed from the ISF, a file note (AD02.3) is placed in the ISF stating the purpose of removal and its location.
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