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1.0	Scope
This Standard Operating Procedure applies to all research projects being managed by Yale Center for Clinical Investigation (YCCI) Clinical Trials Project Management team. 
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Yale Center for Clinical Investigation (YCCI) will maintain adequate regulatory documents for trials managed by Clinical Trials Project Management (CTPM), as applicable based on the nature and scope of the project.  Regulatory files maintained on behalf of the Sponsor, Sponsor-Investigator, or Principal Investigator will be stored in a Trial Master File (TMF). 
3.0 Definitions and Abbreviations
International Conference on Harmonisation (ICH) Good Clinical Practice (GCP) - an international ethical and scientific quality standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial subjects are protected. 

Sponsor - an individual, company, institution or organization that takes responsibility for the initiation, management and arrangement of the financing of a clinical trial. A clinical trial may have one or several sponsors where permitted under regulatory requirements. All sponsors have the responsibilities of a sponsor set out in this guideline. In accordance with applicable regulatory requirements, sponsors may decide in a documented agreement setting out their respective responsibilities. Where the documented agreement does not specify to which sponsor a given responsibility is attributed, that responsibility lies with all sponsors.

Sponsor-Investigator - an individual who both initiates and conducts, alone or with others, a clinical trial, and under whose immediate direction the investigational product is administered to, dispensed to or used by a participant. The term does not include any person other than an individual (e.g., the term does not include a corporation or an agency). The obligations of a sponsor-investigator include both those of a sponsor and those of an investigator.

Essential Records - Essential records are the documents and data (and relevant metadata), in any format, associated with a clinical trial that facilitate the ongoing management of the trial and collectively allow the evaluation of the methods used, the factors affecting a trial and the actions taken during the trial conduct to determine the reliability of the trial results produced and the verification that the trial was conducted in accordance with GCP and applicable regulatory requirements,

Trial Master File (TMF) - a collection of all essential documents required to be maintained by the Sponsor or Sponsor-Investigator in accordance with applicable regulations.

Electronic Trial Master File (eTMF) - a Trial Master File that is maintained electronically.

The terms “subject” and “participant” where applicable are interchangeable.
4.0 Procedure
At the time of project intake, a senior member of the CTPM team will determine if a Trial Master File (TMF) or Electronic Trial Master File (eTMF) is required based on the nature and scope of the project (see TMF Applicability section below). The TMF or eTMF holds essential records and relevant regulatory records required to demonstrate oversight and compliance.  
4.1 TMF Applicability
A senior member of the CTPM team will determine if a TMF is required based on the nature and scope of the project. A TMF  may not be required if all of the below are true. 
i.  The study is a single site study open only at Yale AND
ii.  The study is not intended to support future commercialization AND
iii.  Data is not being shared outside of the University AND
iv.  Investigational Product is being sourced either through a manufacturer with an existing FDA application that is cross referenced in the Yale application or commercially (when applicable) 

4.2 Establishing the TMF
When a TMF is required it is established at the beginning of the research study. A TMF will be in place prior to study activation. A TMF Plan is developed by CTPM team member and is reviewed and approved by a senior member of the team. The plan is filed within the appropriate section of the TMF. Each TMF plan is tailored to meet the needs of the study. The TMF plan will be based on the type of study, the overseeing regulatory body(s), the funding body(s), and all applicable regulations.  If modifications to the TMF plan are required, revisions are reviewed and approved by a senior CTPM team member.  All versions of the TMF plan are filed in the TMF. 
4.3 TMF Access 
Access to the TMF is granted only to those personnel required to maintain regulatory compliance. eTMF access is managed centrally by the appropriate system administrator(s). Multiple responsible parties contribute documents to the TMF.
4.4 Maintaining the TMF
The TMF is maintained by the CTPM team throughout the research study. The CTPM team is responsible for ensuring essential documents are current and audit ready. The CTPM team is responsible for the content of the TMF and performs TMF audits to ensure compliance. CTPM team members work with applicable members of the study team and participating sites, as applicable, to gather essential documents for the TMF. Missing regulatory files identified during study maintenance that are unable to be remediated will be documented with a study-specific Note to File. The Note to File will include a rationale and will be filed in place of the missing document with any related correspondence.
4.5 TMF Close Out
The TMF will be closed by CTPM team only after all research procedures and regulatory filing is complete. A Study Close-Out Checklist will be completed and a final TMF audit will be performed.  If essential documents are maintained by a vendor, they will be retrieved and filed appropriately before the TMF is closed. Missing regulatory files identified during study close-out that are unable to be remediated will be documented with a study-specific Note to File. The Note to File will include a rationale and be filed in place of the missing document with any related correspondence.
4.6 Retention of the TMF
The TMF will be retrievable and accessible for the length of time required by the regulations applicable to the study and contractual obligations, when applicable. The TMF will be retained in a secure location with restricted access during this period.   
4.7 Transfer of the TMF
If a study requires TMF transfer to another organization at any point, a transfer plan will be established, approved, and documented, by all applicable parties.  The transfer plan will include the timing of the TMF transfer and the acceptable TMF format. 
4.8 TMF Inspection
The TMF is subject to regulatory review. In the event of a regulatory audit/inspection, responsible parties will be notified in writing as soon as the inspection has been announced. This includes, but is not limited to, members of the study team, funding agencies, regulatory authorities, service providers, manufacturers, and others as required by clinical trial agreements. If some, or all, of the essential records are maintained by a service provider, these documents will be retrieved in advance of the audit. Direct access to the TMF will be permitted as required to the content needed to perform the audit. For eTMF, this includes providing the inspectors with suitable equipment and brief training. 
4.9  Training
All responsible personnel listed within this SOP will receive training appropriate to their role and level of responsibility.
5.0 Roles and Responsibilities
· Sponsor(-Investigator): The Sponsor, whether or not also an Investigator, is ultimately accountable for the oversight of all Principal Investigators (PIs) selected to conduct clinical research. The Sponsor(-Investigator) ensures that a project is carried out in compliance with Good Manufacturing Practice (GMP), Good Laboratory Practice (GLP), Good Clinical Practice (GCP), applicable Yale policies, and applicable governing regulations.

· The following study personnel may be delegated study tasks with documentation of appropriate training and experience:
· Associate Director
· Project Manager
6.0 Contact Information 
Any exceptions or questions pertaining to this procedure must be presented to ycci.sop@yale.edu.
7.0 Related Information
This section identifies applicable regulations, guidance’s, and policies related to this procedure.
7.1 Code of Federal Regulations
· 21 CFR 312 – Investigational New Drugs – Drugs for Human Use
· 21 CFR 812 - Investigational Device Exemptions
· 21 CFR 50 – Protection of Human Research Subjects
7.2 International Conference on Harmonisation
· E6FDA Industry Guidelines & Information Sheets
7.3 FDA Compliance Policy Guidance Programs
· 7348.809, 7348.810 & 7348.811
7.4 Clinical Data Safety Management
· Definitions and Standards for Expedited Reporting E2A
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· Trial Master File Plan Template
· Trial Master File Close Out Checklist Template
· [bookmark: _Overview]Note to File Template
9.0 Version History
· 05/06/2024: New document (no prior history)
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