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This standard operating procedure applies to all clinical trials where a Yale Center for Clinical Investigation (YCCI) Study Monitor has been designated responsibility for site monitoring by the Sponsor, Sponsor Investigator or Principal Investigator.	

2.0 Purpose 
The Yale Center for Clinical Investigation (YCCI) Clinical Research Associate/Study Monitors support Sponsors, Sponsor Investigators, and Principal Investigators conducting clinical trials across the Yale School of Medicine.  The purpose of monitoring is to verify that the rights and well-being of human subjects are protected, and study data is accurate, complete, and verifiable.  

[bookmark: _Hlk118977720]YCCI Study Monitors conduct a Close Out Visit (COV) for each participating site on the clinical trials they support.  COVs are performed to ensure all outstanding findings are resolved, regulatory documents are complete, and the site principal investigator (Site PI) understands his/her ongoing responsibilities following closure of the clinical trial with the Institutional Review Board (IRB) of record. 
3.0 Definitions and Abbreviations
International Conference on Harmonisation (ICH) Good Clinical Practice (GCP): An independent body (a review board or a committee, institutional, regional, national or supranational) constituted of medical professionals and non-medical members whose responsibility it is to ensure the protection of the rights, safety and well-being of human participants involved in a trial and to provide public assurance of that protection by, among other things, reviewing and approving/providing favourable opinion on the trial protocol, the suitability of the investigator(s), the facilities, and the methods and material to be used in obtaining and documenting informed consent of the trial participants. The legal status, composition, function, operations and regulatory requirements pertaining to IRBs/IECs may differ among countries but should allow the IRB/IEC to act in agreement with GCP as described in this guideline.

Clinical Research Associate/Study Monitor: as defined by International Conference on Harmonization (ICH) GCP, is a professional who monitors clinical studies and ensures compliance with the study protocol and applicable ICH GCP guidelines.

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.

Investigator Site File (ISF): also known as a study binder, investigator binder and/or site regulatory binder, - maintained by the Principal Investigator and/or Regulatory Designee, established at the beginning of the trial and updated and maintained on a continuous basis during the course of the trial. The Investigator Site File houses the study essential documents. These documents are subject to regulatory review.

Monitoring Plan: A document that describes the strategy, methods, responsibilities and requirements for monitoring the trial.

Monitoring Report: A documented report following site and/or centralised monitoring activities.

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 TMF that is maintained electronically.
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The terms “subject” and “participant” where applicable are interchangeable.
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4.0 [bookmark: _Toc425171621][bookmark: _Hlk118898930]Procedure 
COVs routinely occur once all participants have completed study participation, all data has been collected and reviewed and the database has been locked. The decision to close a site must include communication with the Sponsor, Sponsor Investigator or Principal Investigator and should include input from the Project Manager and Data Management Team. 

The Sponsor, Sponsor Investigator or Principal Investigator may request the monitor perform a site close out prior to database lock for the following reasons:
· Failure to meet recruitment goals
· Significant protocol violations/or lack of compliance
· Identification of misconduct or fraud
· Study meeting stopping rules/suspension/premature termination

[bookmark: _Hlk118903441]4.1 Prior to Close Out Visits
YCCI Study Monitor will work with the participating site to schedule the COV.  

[bookmark: _Hlk120031285]After the visit date has been confirmed, the YCCI Study Monitor will draft and distribute a Close Out Visit Confirmation Letter via email.  The Sponsor or Sponsor Investigator, Site PI, pertinent site staff, and Project Manager should be copied on this correspondence which should be filed in the Investigator Site File (ISF), and Trial Master File (TMF) when applicable.  

	To prepare for the COV the Monitor should perform the following:
· Verify all participating site subjects are off study and all study procedures are completed
· Review all safety events and protocol deviations to verify they have been captured, reported appropriately and followed to resolution 
· Confirm all data has been entered, queries are resolved, and documentation of database lock is complete
· Review findings from all previous monitoring reports to ensure documentation of resolution has been completed, and/or identify outstanding issues 
· Review essential regulatory documents to identify expired or missing documents 
· Review drug/device accountability and the plan for return or destruction of unused or remaining drug/device
· Ensure all required biospecimens and imagining has been received by the sponsor, coordinating centers and/or central labs if applicable 
· Request access to all applicable systems 

4.2 Conducting Close Out Visits
[bookmark: _Hlk119341502]COVs can be conducted either onsite or remotely as delineated in the study specific monitoring plan. For onsite visits, the YCCI Study Monitor will request an in-person wrap up meeting with the Site PI, a pharmacy visit, a lab visit and review of study specific supplies as applicable.  

During the COV, the following will be reviewed (as applicable):
· All consent forms and original source are complete and available 
· All safety assessments and deviations have been documented per protocol 
· Essential regulatory documents are accurate, complete, current, and filed appropriately 
· Drug/device accountability has been reviewed, queries resolved, and documentation of destruction or return is available
· All protocol required biospecimens and imaging has been accounted for and shipped 
· Final review of the ISF, gathering any outstanding required documents needed by the appropriate study team member(s) for filing in the TMF

All COVs require a wrap up meeting with the Site PI to review their responsibilities post IRB closure. This meeting can occur in person or remotely via an online videoconference/teleconference platform. The discussion of post IRB closure responsibilities will be documented in the COV Report and should include the following: 
· Record retention requirements
· Requirement to notify sponsor of any future changes in file storage location (i.e., long term storage)
· Requirement to notify sponsor of receipt of notice of inspection by a regulatory agency 
· Requirement to notify sponsor of any change in financial disclosures within the next year or change in affiliation with site  

4.3 Follow Up for Close Out Visits
[bookmark: _Hlk119579369][bookmark: _Hlk119577004]YCCI Study Monitors draft a report after each COV. Monitoring reports are internally reviewed prior to distribution. The Sponsor or Sponsor Investigator, Site PI and Project Management should be copied on all report distribution emails. All monitoring reports, correspondence, and accompanying logs should be filed in the ISF, and TMF when applicable.  
[bookmark: _Hlk119341053]
If no findings are outstanding at the time that the Close Out Visit Report is issued, the report can be used to submit to the IRB of record for study closure.  

If any findings remain outstanding, the YCCI Study Monitor will follow up with the site until resolution. A follow up to the Close Out Report will be distributed to document that all outstanding issues have been addressed. This follow up can be used by the site to submit to the IRB of record for study closure.  

[bookmark: _Hlk118979132]The YCCI Study Monitor will request a copy of the IRB approval of closure and the completed Delegation of Authority Log which will have an end date for each entry and final site PI sign off.  Copies of both will be provided to the appropriate study team member(s) for filing in the TMF.

4.4 Training
All responsible personnel listed within this SOP will receive training appropriate to their role and level of responsibility.  
5.0 Roles and Responsibilities
· Principal Investigator (PI): The PI is ultimately accountable for all clinical research activities and is responsible for the appropriate delegation of tasks to individuals with adequate training and education to perform such tasks. The PI ensures that a project is carried out in compliance with GCP and Yale policies and applicable governing regulations. 

The PI may delegate study duties to research personnel; however, the PI has ultimate responsibility for management of the project and ensuring appropriately experienced and trained staff are delegated.

· Sponsor-Investigator:  An individual who both initiates and conducts, alone or with others, a clinical study and under whose immediate direction the investigational product is administered to, dispensed to or used by a subject. The term does not include any person other than an individual (e.g., it 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.

· The following study personnel may be delegated study tasks with documentation of appropriate training and experience:
· Clinical Research Associate
· Sponsor/Sponsor-Investigator
· 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
· OHRP Code of Federal Regulations Title 45 Part 46
· US FDA Code of Federal Regulations, Title 21 Part 50
· US FDA Code of Federal Regulations, Title 21 Part 312 (IND)
· US FDA Code of Federal Regulations, Title 21 Part 812 (IDE)

7.2 Good Clinical Practice
· ICH Guideline for Good Clinical Practice E6 (Section 8) 

7.3 U. S. Food and Drug Administration
· U.S. Food and Drug Administration, Title 21 Part 312, Investigational New Drug 

7.4 [bookmark: _Hlk119586797]Additional Regulations, Guidance’s and Policies
· Yale Center for Clinical Investigation - Quality Assurance and Monitoring
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· Close Out Visit Confirmation Letter Template 
· Close Out Visit Report Template
· Close Out Visit Work Instructions for YCCI Clinical Trial Monitors
9.0 Version History
· 12/01/2023: New document (no prior history)
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