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Central Regulatory Document Maintenance in Advarra eReg – 0307 - Procedure
Responsible Office:		YCCI	 
Procedure Sponsor:		Carly Lovelett, Joe Stokes		
Effective Date:			02/27/2025

This Standard Operating Procedure (SOP) applies to all personnel involved in the maintenance, management, and review of regulatory documents within Advarra eRegulatory Management System (eReg) for clinical trials at Yale Center for Clinical Investigation (YCCI). It includes the initial upload, ongoing updates, and final archival of regulatory documentation.
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2.0 Purpose 
The purpose of this SOP is to outline the procedures for the maintenance of central regulatory documents in the Advarra eRegulatory system. This ensures that all regulatory documents are accurately maintained, tracked, and managed in compliance with regulatory standards and internal policies. 
3.0 Definitions and Abbreviations
Advarra eRegulatory Management System (eReg) - An electronic regulatory binder maintenance system that allows organizations to store essential protocol documents, staff credentials, and organizational regulatory tracking documents. Advarra eReg allows users to share staff credentials and organizational regulatory tracking documents between protocols and manage effective and valid until dates on documents and URLs. Documents that require signature can be routed for electronic signature in a manner that is compliant with 21 CFR Part 11. Study staff, monitors, auditors and inspectors access Advarra eReg via web-based interface. Review sessions can be configured, allowing Study Monitors the ability to remotely monitor regulatory binders.
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.
Regulatory Designee - The site study staff member(s) delegated regulatory-related duties, including maintenance of the regulatory binder and/or completing IRB/ancillary committee submissions, on the Delegation of Authority Log. The Regulatory Designee may be a Regulatory Coordinator, Nurse Clinical Research Coordinator, Clinical Research Coordinator, or another appropriately qualified study team member.
Source Records- Original documents or data (which includes relevant metadata) or certified copies of the original documents or data, irrespective of the media used. This may include trial participants’ medical/health records/notes/charts; data provided/entered by trial participants (e.g., electronic patient-reported outcomes (ePROs)); healthcare professionals’ records from pharmacies, laboratories and other facilities involved in the clinical trial; and data from automated instruments, such as wearables and sensors.
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4.1 Document Upload
4.1.1 The regulatory designee must ensure that all necessary regulatory documents are gathered from the IRB, sponsor and clinical operations team, such as:
IRB approvals
Informed Consent Forms (ICFs)
Protocol
Investigator Brochure (IB)/ Package Insert/ Device Instructions 
Study manuals (e.g., Lab, Pharmacy, Imaging)
Site-specific regulatory documents (e.g., 1572, Financial Disclosure Forms (FDF))
Delegation of Authority Log (DOA Log)
Training documentation
4.1.2 Before uploading, ensure that all documents are complete and signed (where applicable). Verify the following:
· Signatures and dates on all relevant documents.
· Documents are the most recent versions.
· Documents are legible, exact copies of the original, are in an acceptable format (e.g., PDF), and are uploaded in accordance with the Certified Copy SOP. 
4.1.3 The regulatory files will be maintained electronically using the Advarra eReg application to collect and manage clinical protocol, staff, and institution documentation. Any paper documents will be scanned, and the image will be saved as a PDF file and uploaded to eReg. 
4.2 Quality Assurance
4.2.1 The regulatory binder will be subject to review by Study Monitors (e.g. the Sponsor or their representatives). Monitors will be required to complete eReg training and sign the required system access forms. Once confirmation of training has been received, a user account will be setup and access to the study specific regulatory binder will be granted. Access will be granted by the regulatory designee for the day(s) of the monitor visit. Access will be terminated at midnight on the last day of visit. 
4.2.2 Audits: prepare for any internal/external audits of regulatory documents in accordance with Sponsor Audits and Regulatory Authority Inspections (Site) SOP.
4.3  Document Maintenance 
4.3.1 The regulatory documents stored in Advarra eReg will be maintained for the period specified in the study protocol, clinical trial agreement, institutional policies, and/or research regulation for whichever period is longer. 
4.3.2 Electronic logs (e.g. DOA) should be maintained current, with Investigator sign-off as applicable. 
4.3.3 Amended documents should be uploaded as needed, with attention to document version numbers, applicable effective/expiration dates, and file naming conventions.
4.3.4 Periodic Review: Conduct periodic reviews of regulatory documents to ensure they remain current, complete and compliant.
4.4 Archiving of Documents
4.4.1 Electronic documents will be archived indefinitely within Advarra eReg and any hard copy documents will be sent to long term storage following study closure with the IRB of record. 
4.5 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.

· Sub-investigators and appropriately qualified study personnel are able to conduct study-related duties as authorized by the Principal Investigator in accordance with GCP and Yale policies and applicable governing regulations. 
· The following study personnel may be delegated study tasks with documentation of appropriate training and experience:
· Regulatory Personnel/ Designee
· Other Research Staff
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 CRF 11 – Electronic Records, Electronic Signatures
7.2 Good Clinical Practice
· ICH GCP E6(R3) Good Clinical Practice:
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· Source Records -1201- Procedure
· Record Management and Retention -0103- Procedure
· Regulatory and Essential Document Maintenance (Site) -0301- Procedure
· Certified Copy -0306- Procedure 
· Sponsor Audits and Regulatory Authority Inspections (Site) -0403- Procedure 
9.0 Version History
· 02/03/2025: New document (no prior history)
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