
 Research and Development   

Research & Development Division 
WI Title:  WI43 Establishing and Maintaining Trial Master Files and Investigator Site Files for RDUH Sponsored Studies   
Version 2 
Effective date:  06/03/2025 
Review date:  06/12/2027  Page 1 of 6 

WORK INSTRUCTION 
 

WI43 - Establishing and Maintaining Trial Master Files and 
Investigator Site Files for RDUH Sponsored studies  

Version No 2 
  

 
 

Controlled document 

This document has been created following the Royal Devon University Healthcare NHS Foundation 
Trust Policy for the Development, Ratification & Management of Procedural Documents.  It must not 

be altered in any way without the express permission of the author or their representative. 

It is the responsibility of all users of this Work Instruction to ensure that the correct version is being 
used. If you are reading this in a paper format please go on-line to confirm you have the latest 

version.  

 

DISCLAIMER 

This generic R&D Work Instruction (WI) must be followed unless a study specific SOP/WI 
exists.  

Once printed this is an uncontrolled document 
 
 

 
 
 
 

https://www.royaldevon.nhs.uk/about-us/research-and-development/information-for-researchers/useful-documents/
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1 INTRODUCTION 
It is a legal requirement for Sponsors to keep a Trial Master File (TMF) for all 
clinical trials (Regulation 31a). The TMF should at all times contain the essential 
documents relating to a research study. The essential documents and data records 
stored in the TMF enable operational staff as well as monitors, auditors and 
inspectors to evaluate compliance with the protocol, the research study’s safe 
conduct and the quality of the data obtained.  

  

2. PURPOSE 
 This Work Instruction is designed to accompany the Standard Operating Procedure 

on Establishing and Maintaining Trial Master Files and Investigator Site Files for  
RDUH Sponsored studies (S43) to provide more detailed instruction where 
necessary. 

3. SCOPE 

 This SOP is applicable to Chief Investigators, Principal Investigators and any 
personnel delegated with responsibility for the TMF and ISF, as well as by the 
relevant parties in R&D who are involved in its make-up e.g. the R&D Delivery 
Team and R&D Professional Services. 

4. DEFINITIONS  

 
CI Chief Investigator 
CTIMP Clinical Trial of an Investigational Medicinal Product 
EDGE 
GCP 
GOG 

Online Clinical Research Management System 
Good Clinical Practice 
Governance Oversight Group 

HRA Health Research Authority 
MHRA Medicines and Healthcare products Regulatory Agency 
ISF  Investigator Site File 
PI Principal Investigator 
R&D 
RDUH 

Research & Development 
Royal Devon University Healthcare NHS Foundation Trust 

REC Research Ethics Committee 
SOP Standard Operating Procedure 
Sponsor An individual, company, institution or organisation which takes 

responsibility for the initiation, management and financing of a 
clinical trial. Sponsorship activities may be delegated to the 
Investigator, CTU and/ or other organisations as appropriate 

TMF Trial Master File 
 

5. DUTIES AND RESPONSIBILITIES OF STAFF 
 

 The Chief Investigator (CI) is responsible for establishing and maintaining a 
TMF/ISF. The CI may delegate this to a Clinical Trials Unit (CTU) or a member of 
the CI’s research team. Any delegation will be clearly documented. 
 
The R&D Professional Services Team is responsible for providing a template 
TMF/ISF Index and ensuring this is accessible.  
 
Clinical Research Delivery Team personnel can be delegated by the CI to be 
responsible for maintaining the TMF/ISF. 

https://www.legislation.gov.uk/uksi/2006/1928/regulation/18/made
https://www.royaldevon.nhs.uk/about-us/research-and-development/information-for-researchers/useful-documents/
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6. PROCEDURES 

6.1 Establishing a Trial Master File (TMF) and/or Investigator Site File (ISF) 

 

 

The Cl (or suitably delegated personnel) will ensure that a TMF is established as 
soon as possible after an outline protocol becomes available. The CI will also 
ensure that ISFs are established at all participating sites for multi-centre research 
studies.  

This requirement should be discussed with the CI by the R&D Professional 
Services Team during the study set up phase. 
 

R&D template TMF or ISF Index/Table of Contents should be used unless an 
alternative is discussed with and agreed by the R&D Professional Services Team 
during set up.  Templates are available on the Royal Devon Website.  

 

6.2 Maintenance and Storage of the TMF/ISF 

6.2.1 
 
6.2.2 
 
6.2.3 
 
 
 
 
6.2.4 
 
6.2.5 
 
 
6.2.6 
 
 
6.2.7 
 
 
 
 
6.2.8 

Responsibility for maintaining the TMF/ISF must be documented and 
communicated with the relevant staff at the outset. 

The location of the TMF/ISF must be recorded on EDGE. 

All superseded versions of documents must be retained in the TMF/ISF alongside 
the new amended version(s), but marked as superseded by striking through the 
front cover with a single line and marking as superseded by the later version, 
signed and dated.  

A Version Control Tracker should be utilised, a template ‘TMP55 Version Control 
Log  is available on the Royal Devon Website. 

It is recommended that where there are multiple amendments, dividers should be 
used to separate the associated paperwork for each amendment.  

A file note (signed and dated by the CI/PI or delegate) must be placed in the 
relevant section of the file giving details of any missing or unavailable documents. 

For electronic TMFs/ISFs there should be a standardised labelling convention for 
the storage of documents so that files are stored in chronological order and easily 
located e.g. standard date format, file name, version: 210615 Protocol V1. For 
documents subject to version control, the use of files names should not replace 
version details being visible on displays and printouts. 

The ICH GCP guidelines require that any copies in the TMF or ISF that replace 
originals should be certified copies. A certified copy is a verified copy of an original 
record that has the same information as the original.  
 

Process for manually certifying copies: 

• One person scans the document.  
• Scanned document to be saved as PDF file within the relevant study folder 

using consistent naming convention which enables the document to be 
easily located. 

• ‘The certifier’ can be any member of the study team who is delegated by the 
CI/PI to complete this task.   

• The certifier completes the following Quality Control (QC) checks to ensure 
the scan is accurate before destruction of the original: 

https://www.royaldevon.nhs.uk/about-us/research-and-development/information-for-researchers/useful-documents/
https://www.royaldevon.nhs.uk/about-us/research-and-development/information-for-researchers/useful-documents/
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1. Visual comparison of original to scanned copy 
2. Ensure pages are fully copied and not cut off on any edge 
3. Ensure all pages have been copied 
4. Ensure there is no distortion  

• Certifier to produce a file note to confirm the QC process has been followed 
and checked by named person. Identify the documents which have been 
scanned and confirm location of where they have been saved. This should 
be signed by both the scanner and the certifier. 

• When scanning multiple documents at a time, the certifier should perform 
the above QC checks on a minimum of 25% of the scanned copies. The file 
note should provide details of this. 

 

7. DISSEMINATION AND TRAINING 

7.1 This WI and associated templates and forms will be uploaded to the Royal Devon 
website shortly after having been released. 

7.2 All staff whose activities are subject to this WI must ensure that they take time to 
read and understand the content of this WI. 

8. MONITORING COMPLIANCE AND EFFECTIVENESS OF THIS WI 
8.1     In order to monitor compliance with this WI, the auditable standards will be monitored    

as follows: 

No Minimum Requirements Evidenced by 

1. The CI will also ensure that ISFs are established at all 
participating sites for multi-centre research studies 

Multi-centre checks with 
study coordinator. 

2. 
Previous version documents must be contained in the 
TMF/ISF and superseded. 

TMF/ISF check 

3. For electronic TMFs/ISFs there should be a standardised 
labelling convention for the storage of documents. 

Electronic TMF/ISF check 

 

 
8.2 Outcomes from audit will be presented to the R&D Governance Oversight Group 

(GOG) which will monitor any resulting action plans until all issues have been 
addressed to satisfaction. 

8.3 Issues identified via the audit process which require escalation will be referred to 
GOG. 

9. ARCHIVING ARRANGEMENTS 

9.1 The original of this document will remain with the R&D Quality Assurance 
Coordinator. An electronic copy will be maintained on the R&D section of the Q-
Pulse document management system and a pdf copy on the Royal Devon website  

9.2 Archive copies must be maintained for any documents which have been 
superseded. Archive copies in electronic format should be retained indefinitely. 

10. REFERENCES 
 R&D SOP S43 Establishing and Maintaining Trial Master Files and Investigator Site 

Files for RDUH Sponsored studies 
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