1.0 Scope
This standard operating procedure (SOP) applies to Yale Investigator Initiated Trials (IIT) in which a Yale investigator holds the Investigational New Drug (IND) or Investigational Device Exemption (IDE).  Generally, all IIT investigations under an IND/IDE of moderate or high-risk must be monitored by the Yale Center for Clinical Investigation (YCCI) Monitoring (YCCI-M). 
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2.0 Purpose 
YCCI Clinical Trial Monitors (Monitors) support Yale Sponsors, Sponsor-Investigators, and Principal Investigators conducting clinical trials across the YSM. The purpose of monitoring is to verify that the rights and well-being of human subjects are protected, study data is accurate, complete, and verifiable and the study is conducted in compliance with the protocol, local and federal regulations and institutional policies.

Should a Yale Sponsor-Investigator (S-I) request the services of the YCCI to monitor their clinical trial being conducted under an IND or IDE, the monitoring plan implemented will be commensurate with the risk-level calculated for the study.  Studies identified as “low risk” will be offered an alternative approach for study monitoring outlined in Alternative Plan for Monitoring -0509- Procedure. The risk assessment criteria used for the purpose of determining study monitoring are distinct from the Institutional Review Board (IRB) determination of risk to human research participants and therefore should not be considered equivalent. 
3.0 Definitions and Abbreviations
ALCOA-C - Source data should be attributable (clear who made the entry), legible (easily read and understood), contemporaneous (recorded, signed, and dated at the time of the study conduct), original (the first place the information was recorded), accurate (reflect what occurred) and complete (final with no missing information).
Health Insurance Portability and Accountability Act (HIPAA) - The Health Insurance Portability and Accountability Act (HIPAA) is an act created by the U.S. Congress in 1996 that amends both the Employee Retirement Income Security Act (ERISA) and the Public Health Service Act (PHSA). HIPAA was enacted in an effort to protect individuals covered by health insurance and to set standards for the storage and privacy of personal medical data.
International Council for 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. 
Investigational New Drug (IND) - Refers to the regulations in 21 CFR 312. An IND that is in effect means that 30 days have elapsed from the date that a complete IND application was submitted to the FDA and an appropriate IRB has reviewed and approved the Sponsor’s clinical study, all the requirements under 21 CFR 312 are met and an Investigational Product can be distributed to Investigators.
Investigational Device Exemption (IDE) - Refers to the regulations in 21 CFR 812. An approved IDE means the IRB (and the FDA, for significant risk devices) has approved a Sponsor's clinical investigation application, all the requirements under 21 CFR 812 are met and investigational product can be distributed to sites.
	OnCore - Yale School of Medicine’s Clinical Trials Management System.
Standard Operating Procedures (SOPs) - Detailed, documented instructions to achieve uniformity of the performance of a specific activity.
The terms “subject” and “participant” where applicable are interchangeable.
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4.1.1 Assess Risk Level
Using the Office of Quality Assurance and Monitoring (OQAM) Risk Assessment Scale, each planned project is assigned one of three risk categories (Low, Moderate High) which is then documented in OnCore. Support (% FTE / estimated budgeting) is assessed by using the risk assessment and available study details about complexity of the study, investigational product/device, number of sites, enrollment goal and study duration.  
· Low Risk < 7
· Moderate Risk 7 – 10
· High Risk > 10
4.2 Define Level of Support
Each planned project is assigned one of three risk categories using the risk assessment documented in OnCore.  The assessment of risk level will impact the projected level of effort needed to provide adequate monitoring support and the estimated budgeting of projected monitoring costs.  For every project, after the risk level has been defined, the following information should be gathered to project both the effort and estimated costs:  
· Number of Planned Sites 
· Enrollment Duration
· Planned Investigational Product/Device
· Complexity of Treatment, Assessments and Reporting
· Planned Project Enrollment 
· Planned Project Duration 
The study specific estimated budget can be drafted by assessing which monitoring tasks will be needed and which monitoring visits will be required.  An estimate is created by multiplying the projected tasks and/or visits by the number of times they will need (over study duration to cover all enrollment and subject participation), the average number of hours to complete the task and/or visit, and the current hourly rate.  

Monitoring plans will be tailored to ensure the level of support provided is consistent with the risk level.  The frequency of monitoring visits, the type of visit (remote or onsite), the amount of source data review to be done, and the items to be reviewed are directly related to level of risk.  
4.2.1 Low Risk Level
For studies that are assessed to be low risk, the Sponsor-Investigator may choose to submit an alternate plan for monitoring (see Alternative Plan for Monitoring-0509-Procedure) or use YCCI-M.
4.2.2 Moderate Risk Level
For projects that are assessed to be moderate risk, the following should be adjusted to appropriately meet the needs of the project:
· Frequency of monitoring visits
· % of source data verification to be completed
· Number of planned monitoring visits 
4.2.3 High Risk Level
Using the IRB approved protocol and planned case report forms, a study specific clinical monitoring plan is drafted for each project.  The clinical monitoring plan will map out the planned visits and the data to be reviewed.  

After each monitoring visit the findings identified with be assessed to determine if the current clinical monitoring plan is sufficient or an adjustment should be made.  The following items may constitute possible cause for reassessment of the planned monitoring strategy: 

· Identification of issues that may impact the rights and/or safety of participants on the study
· Data accuracy/completion issues that may impact data integrity
· Protocol adherence indicators (deviations, unanticipated problems)
· Unusual rate of enrollment 
· Lack of adequate maintenance of regulatory documentation 
· Identification of new risks
· Failure to respond to requests for outstanding documentation and/or subject information 
· Unanticipated staffing changes 
· Failure to report significant issues to appropriate parties 
· Outcome of audit or DSMB report
If issues are identified during any visit that identify potential risk to subjects, data integrity or noncompliance, the frequency, format and volume of source to be reviewed can be adjusted to ensure adequate monitoring of the project.  
4.3 Clinical Monitoring Plans 
Each monitoring plan includes an escalation plan to be followed if issues that should be followed if an adjustment to the monitoring plan does not resolve issues identified during monitoring.  

This risk-based approach to monitoring will be used for all projects where a YCCI Monitor is responsible for conducting the monitoring activities.

For both moderate and low risk tiers, a Yale Sponsor-Investigator could opt to increase level of monitoring.  Requests to lower support will not be considered unless an IRB approved amendment to the protocol would indicate a reevaluation of risk as appropriate

When planning the risk-based support for each study, the frequency and timing of Interim Monitoring Visits (IMVs) may be mapped using either time-based or accrual-based milestones.
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.

· 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:
· Senior Associate Director, Quality Assurance
· Manager, Monitoring
· Monitor
· Sponsor/Sponsor-Investigator
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
· 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) 
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· Office of Quality Assurance and Monitoring (OQAM) Risk Assessment Scale
9.0 Version History
· 01/21/2025: New document (no prior history)
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