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Institutional Review Board (IRB)
GUIDELINES FOR DATA SAFETY MONITORING ON HUMAN SUBJECTS RESEARCH

1. Introduction

Federal regulations stipulate that in order to approve research, the IRB must determine that when appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects (CFR 45.46 and 21.56 111(a)(6)). Investigators and the IRB should consider the following while forming and assessing adequacy of data and safety monitoring (DSM) plans.
2. Determination of Whether a DSM Plan Is Required

Monitoring plans are typically not required if the proposed research is minimal risk, including for the majority of behavioral and social sciences research. When a study involves a research intervention and is considered to pose greater than minimal risk to subjects, a data and safety monitoring plan will likely be required. 
Examples of greater than minimal risk studies needing a DSM Plan:

· Phase 1-3 clinical trials

· Studies of novel treatment not otherwise categorized as phased trials

· Research that is blinded, enrolls vulnerable populations or employs high risk interventions

· Multi-site studies with SLU acting as coordinating site

· Studies with NIH, FDA, or sponsor DSM requirements
· Other studies as required by the IRB
3. Components of a DSM Plan

DSM provisions should be tailored to the nature, size, complexity, and risks of the research. The method and degree of monitoring needed is related to the degree of risk involved. Plans should be described in the IRB Application and consist of the following information, as appropriate:

· Who is monitoring the data, what are their qualifications, and are they independent from the research
· Backgrounds may include expertise in the relevant field of study, statistics, pharmacy, or research design
· Medical Monitors are typically MDs or DOs
· Types of data or safety information captured, by whom, when and how
· Will AEs/SAEs/safety information be collected at study visits, in subject diaries, follow up calls, etc.
· How will AEs/SAEs and severity and causality assessments be documented
· Frequency of and strategies for aggregate data review and issuance of reports
· If a DSMB is in place, provide details on frequency of meetings and issuance of reports to study sites, and provisions for ad hoc meetings if needed
· Meetings may convene after a certain amount of time has passed, a certain number of participants enrolled or upon recognition of harm 
· If no DMSB is in place, who does aggregate review and what statistical analysis is involved 
· Who is reviewing and classifying SAEs in real time
· Who is reviewing locally and/or at the sponsor level in real time
· Stopping/halting rules (conditions that trigger immediate halt of study), if any exist
· If acting as a Coordinating Center, plans for providing DSM reports and safety information (such as unanticipated problems) to participating study sites
4. Types of DSM Plans/Monitoring Entities
Monitoring entities are the person(s) or committees charged with conducting interim monitoring of accumulated data from research activities to assure the continuing safety of participants, relevance of the study question, appropriateness of the study and integrity of the accumulating data. Entities can range from the PI to completely independent data and safety monitoring boards/committees (DSMB), but should include the expertise necessary to perform the role. 
Examples of Monitoring Entities:

Study PI/Qualified study team members may provide monitoring for phase I studies or single site open label trials.
Medical Monitors are typically MDs/DOs and may perform monitoring for studies that require independent monitoring, but do not rise to the level of needing a full DSMB.
A DSMB typically monitors the following types of studies: 

· Phase III clinical trials studying investigational new drugs (IND); or

· Multicenter, controlled trials comparing rates of mortality or major morbidity; or

· Multicenter trial in which any group is at relatively high risk of death or morbidity due to their underlying conditions, and where a medical intervention with subjects might increase such risk or cause unanticipated adverse events; or

· Multicenter or single center study performed in an emergency (life threatening) setting in which informed consent has been waived (see 21 CFR 50.24(a)(7)(iv)).

Studies that are blinded, have multiple sites, involve vulnerable populations or employ high risk interventions require careful consideration as to whether a DSMB is required.

Additional Considerations for a Local DSMB
When a local DSMB is required, the investigator will be responsible for establishing it. The DSMB should:  

· be composed of no less than three members possessing the qualifications and expertise to supervise the study; and
· have one member who is a biostatistician; and
· have no members affiliated with the study; and
· produce regular reports for the IRB (the IRB prefers a meeting/reporting frequency of at least twice per year)
5. IRB Submission and Review
New IRB Protocols (Initial Reviews)

Investigators are asked to provide details of the DSM Plan in the IRB Application, which is considered by the IRB during review. Plans should address the components noted in Section 3, above and should be consistent with the terms of the grant or other sponsor agreement (when sponsors are responsible for monitoring the research, SLU has a written agreement with the sponsor obligating the sponsor to promptly report related findings to SLU). 

The IRB will consider the adequacy of the types of and timing of safety information to be collected, including serious adverse events, qualifications of the monitoring entity and its relationship to the research (independent or not), frequency of review of cumulative safety information and issuance of findings, plans for real time review and classification of SAEs, and stopping and halting rules, as appropriate.
DSM Reports
Studies with a DSMB or plan with interim analysis and reporting requirements must submit DSM reports to the IRB within ten (10) days of receipt.

Continuing Reviews

At times of continuing review, the PI should submit the most recent DSM reports, cumulative safety information (SAEs, UPs) and other relevant information. The IRB reviews this information to determine whether criteria for approval are still met, whether the monitoring plan is working as intended, and whether new information exists that affects the safety of subjects or their willingness to continue their participation in the study. The IRB may not review protocols for continuing review that do not have adequate or anticipated safety information and reports provided. As such, if anticipated reports are not being submitted, investigators should provide a justification from the sponsor or monitoring entity as to why reports are not available and when they are to be expected.
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