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This procedure applies to all clinical research protocols conducted by the Yale School of Medicine (YSM), Yale School of Public Health (YSPH), and Yale School of Nursing (YSN) which are subject to review by the Yale Center for Clinical Investigation (YCCI) Office of Quality Assurance and Monitoring (OQAM) Quality Assurance Specialists, with or without the Human Research Protection Program (HRPP), as determined by risk-based stratification methods.
2.0 Purpose 
The YCCI Office of Quality Assurance and Monitoring (OQAM) conducts routine internal reviews to assess whether clinical research protocols within YSM, YSPH and YSN are being conducted according to the principles of Good Clinical Practice (GCP), institutional policies, and applicable regulations. The purpose of this document is to outline the internal review process. 
3.0 Definitions and Abbreviations
Internal Review – a systematic and independent examination of study-related activities and documents to determine whether the evaluated study-related activities were conducted, and that the data were recorded, analyzed and accurately reported according to the protocol, Sponsor’s SOPs, GCP and the applicable regulatory requirements.

Clinical Research - As defined by the National Institutes of Health (NIH), research performed on
human subjects or on material or information obtained from human subjects as part of human experimentation.

Electronic Medical Record (EMR) - A collection of medical information and health history about a person that is stored in digital format on a computerized system or web-based platform.

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.

Institutional Review Board (IRB) - 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 favorable 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.

Good Clinical Practice (GCP) - A standard for the planning, initiating, performing, recording, oversight, evaluation, analysis and reporting of clinical trials that provides assurance that the data and reported results are reliable and that the rights, safety and well-being of trial participants are protected.

Investigator Site File (ISF), also known as a study binder, investigator binder and/or site regulatory binder, is maintained by the Principal Investigator (PI) 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 ISF houses the study essential documents. These documents are subject to regulatory review.

OnCore - Yale School of Medicine’s Clinical Trials Management System.

Pharmacy Records - maintained by the PI and/ or pharmacy designee, established at the beginning of the trial and updated and maintained on a continuous basis during the course of the trial. The pharmacy records include pharmacy-specific essential documents, such as investigational product dispensing records.

Quality Assurance (QA) - All those planned and systematic actions that are established to ensure that the trial is performed and the data are generated, documented (recorded) and reported in compliance with GCP and the applicable regulatory requirement(s).

Quality Assurance Specialists – individuals tasked with performing systematic and independent examination of trial-related activities and documents to determine if the trial was conducted, and the data were recorded, analyzed, and accurately reported in accordance with the protocol, SOPs, GCP, and applicable regulations and policies.

Source Data - all information in original records and certified copies of original records of
clinical findings, observations or other activities in a clinical study/trial necessary for the reconstruction and evaluation of the study. Source data are contained in source documents (original records or certified copies).

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.

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.
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4.1 Selection
4.1.1 Every IRB-approved clinical research protocol entered in OnCore and conducted within YSM, YSPH, or YSN is assigned a Protocol Risk Assessment total score that guides the routine internal review schedule and selection process. The Risk Assessment is completed by OQAM staff or designee and is recorded in OnCore. 
4.1.2 Protocols may also be selected for review upon request from the Institutional Review Board (IRB) of record, Yale Human Research Protection Program (HRPP) leadership, or as directed by other Yale leadership. Such reviews may be for-cause/directed. 
4.2 Scheduling and Notification
4.2.1 The Sr. Associate Director of QA or designee will send the Principal Investigator and relevant study team members (with a cc to the Department Chair and Administrator) an Internal Review Notification letter via email when a study has been selected for internal review. The Internal Review Notification letter will include information such as the scope of the review and the documents/records the QA Specialist plans to review.
4.2.2     Reviews will ideally be scheduled to occur within four weeks of the Notification.
4.3 Introductory Meeting
4.3.1 The QA Specialist will contact the PI and study team members to schedule an introductory meeting, if required. The introductory meeting is an opportunity to explain the review process to the PI and study team members, discuss the scope of the review, explain what documentation will be needed to conduct the review, and answer questions. The PI and study team members are given the opportunity to provide an overview of the study and discuss logistics of the review. 
4.3.2 The introductory meeting will be scheduled with the PI, relevant members of the study team, and QA Specialist at a minimum. An introductory meeting is not required for studies conducted by PIs who have undergone prior reviews for the same study but may be requested at the discretion of the Sr. Associate Director of QA or designee.
4.3.3 The PI will be asked to complete an Internal Review Pre-Review Questionnaire in advance of the introductory meeting.
4.4 Preparing for the Review
4.4.1 The assigned QA Specialist is responsible for preparing for the review by:
· Contacting the study team to confirm visit logistics, such as location and timing, and sending calendar invitations.
· Reviewing HRPP and IRB of record documentation related to the study and available in the electronic submission system IRES IRB.
· Reviewing all available subject information, such as SAEs and deviations that may be recorded in OnCore.
· Reviewing other available information, such as clinicaltrials.gov and previous internal review reports, as applicable.
4.5 Conducting the Review
4.5.1 In general, the QA Specialist will review the Investigator Site File (ISF), source records provided in the trial participant-specific research charts and electronic medical record (EMR), and investigational product (pharmacy) and/ or device records, as applicable.  If a Yale investigator is the Sponsor-Investigator, the review may also include the Trial Master File (TMF) and Investigational New Drug (IND)/Investigational Device Exemption (IDE) records. If a review is for-cause/directed, a targeted review may be conducted. For-cause/directed reviews may be limited in scope. Items identified for review will be at the direction of the Sr. Associate Director or designee. 
4.5.2 During the review, the QA Specialist is responsible for:
· Setting expectations for the review with the study team members.
· Reviewing the ISF or TMF to ensure it is complete and accurate.
· Verifying that the informed consent and/ or assent process was conducted and documented in compliance with 21 CFR Parts 50 and 56, institutional policy, GCP, and protocol requirements, as applicable.
· Reviewing original source documents to verify compliance with federal and local regulations, institutional policies, GCP, and protocol requirements, as applicable.
· Reviewing the control and accountability of investigational products/devices, as applicable.
· Examining any prior reviews (s), if applicable, to ensure adequate resolution and adherence to corrective and preventive action plans.
4.6 Follow-Up
4.6.1 The QA Specialist will prepare a draft of Preliminary Observations generally within two weeks of completing the review. The Preliminary Observations provide a detailed overview of what was observed within the ISF and/or TMF, pharmacy/ device records, and source records filed within the trial participant research chart and/ or EMR. The draft Preliminary Observations will be reviewed with the Sr. Associate Director of QA and/or designee.
4.6.2 Once the Preliminary Observations have been finalized, an Exit Interview will be held with the relevant members of the study team and QA representatives. The Exit Interview is an opportunity to review and discuss observations noted during the review with the PI and study team, and to explain the follow-up process. Following the Exit Interview, a copy of the Preliminary Observations will be sent via email to the PI and study team. If the Exit Interview is conducted remotely (i.e., via Zoom), the Preliminary Observations may be sent prior to the Exit Interview. 
4.6.3 The QA Specialist will prepare a Final Summary report generally within two weeks of the Exit Interview. Pertinent discussion points from the Exit Interview are included as well as recommendations for corrective and/or preventive measures. Observations that require a response by the PI will be noted. Generally, observations that require a response are those that indicate potential noncompliance with the protocol, federal or local regulations, and/or institutional policy, impact the rights or welfare of human subjects, or impact the integrity of the data. The report may defer to the IRB for required actions if the review is directed by the IRB/HRPP. The draft Final Summary will be reviewed by the Sr. Associate Director of QA and/or designee.
4.6.4 Once the Final Summary has been finalized, the Sr. Associate Director of QA or designee will provide the Final Summary to the PI by email, with copy to the relevant study team members, department leadership, QA Specialist, and HRPP leadership. When a review is conducted within the Yale Cancer Center (YCC), the YCC Data and Safety Monitoring Committee will also be copied. Whether or not a formal response is required will be noted within the correspondence. The date by when a response is required will be noted, if applicable. Generally, responses and supporting documents are required within 30 calendar days. An Internal Review Response Form will be provided to the PI for this purpose.
4.6.5 The Internal Review Notification letter, Preliminary Observations, Final Summary, and Internal Review Response Form (or equivalent) will be filed on the secure server used by the OQAM team and uploaded to the audits/monitoring console of OnCore (Audit Setup).
4.6.6 The QA specialist will save their completed Internal Review Checklists on the secure server used by the OQAM team and enter their Audit Assessment in the audits/monitoring console of OnCore (Audit Summary).
4.7 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 personnel may be delegated internal review-related tasks with documentation of appropriate training and experience:
· Senior Associate Director, Quality Assurance 
· Manager, Quality Assurance 
· Quality Assurance Specialist
· Clinical Research Coordinator (CRC)
· Nurse Clinical Research Coordinator (NCRC)
· Regulatory Personnel
· Research Assistant 
· Pharmacy Staff
· 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 and policies related to this procedure.
7.1 Code of Federal Regulations
· 45 CFR Part 46 Protection of Human Subjects
· 21 CFR Part 50 Protection of Human Subjects
· 21 CFR Part 56 Institutional Review Boards
· 21 CFR Part 312 Investigational New Drug Application
· 21 CFR Part 812 Investigational Device Exemptions
7.2 Good Clinical Practice
·  ICH E6 (R3) Good Clinical Practice
7.3 Policy
· Protocol Risk Assessments-0401-Procedure
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· Templates: Internal Review Notification Letter and Email 
· Tool: Internal Review Pre-Review Questionnaire
· Tool: Internal Review Checklist
· Template: Preliminary Observations 
· [bookmark: _Overview]Templates: Final Summary and Email 
· Template: Internal Review Response Form
· QA Team Work Instructions
9.0 Version History
· 04/09/2024: New document (no prior history)
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