
[image: image1.jpg]SAINT LOUIS
UNIVERSITY.





Institutional Review Board (IRB)
GUIDELINES FOR REPORTING EVENTS RELATING 
TO SUBJECTS/SUBJECT SAFETY
1. Introduction
In accordance with the Department of Health and Human Services (DHHS) and the Food and Drug Administration (FDA) regulations, the IRB is required to review IRB-approved research protocols on a continuing basis. It is important for researchers to be aware of IRB reporting requirements after receiving IRB approval. This document is intended to provide investigators with instructions for reporting events to the IRB during the conduct of a Saint Louis University (SLU) research protocol. 

This document outlines only those events related to subjects or subject safety or wellbeing while participating in a research study. Refer to the Post-IRB Approval Submission Requirements to ensure all requirements are met. 
Investigators conducting research with a non-SLU IRB serving as the IRB of Record are responsible for complying with that IRB’s reporting requirements in addition to SLU’s abbreviated reporting requirements.
 
Special considerations also apply to studies in which the SLU investigator holds an IDE or IND or SLU acts as the Coordinating Site.
2. Definitions
Internal event (also Protocol Specific) – An event occurring in a research study that is being conducted at SLU, by SLU researchers, or at a site(s) under the jurisdiction of the SLU IRB.

External event – An event occurring in a research study that is being conducted at a non-SLU site, under the jurisdiction of a non-SLU IRB.
Reasonably Related – It is at least possible that the incident, experience, or outcome was caused by the procedures involved in the research (i.e., the causality is determined to be possible, probable, or definite).  
3. Reportable Events & Associated Requirements
	Serious Adverse Event (SAE)
	Audit/Monitor Reports

	Unanticipated Problem (UP)

	Participant Complaints

	Protocol Deviation (PD)
	Data Security Incidents/Loss of Confidentiality

	Protocol Violation (PV)
	Subject Incarceration

	Safety/DSMB Reports
	Wards of the State


SERIOUS ADVERSE EVENT (SAE)
An internal adverse event that is reasonably related and meets one of the following conditions:
· Results in death during the period of protocol defined surveillance (usually includes events that occur within 30 days of study completion). 
· Is life threatening (defined as a subject at immediate risk of death at the time of the event).
· Requires inpatient hospitalization or prolongation of existing hospitalization during the period of protocol defined surveillance.
· Results in a congenital anomaly or birth defect.
· Results in a persistent or significant disability/incapacity. 
· Any other important medical event that may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed above. (Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.)
Investigators can use the SLU IRB SAE Decision Tree to assist in determining whether an event is a reportable SAE.

Reporting SAEs: 

· SAEs resulting in death or life threatening: 3 calendar days from event becoming known.
· Email irb@slu.edu within 3 calendar days if the report is delayed.
· Other SAEs: 7 calendar days from event becoming known.
· Submit via SAE Report Form in eIRB. Studies not in eIRB can use the paper SAE Form.
· Submit protocol changes via an Amendment in eIRB or the paper Change-in-Protocol form as needed.
· Submission considerations:

· Be sure to attach MedWatch forms or other adequate detail for the review.
· An updated cumulative table will need to accompany the submission.
· Studies taking place at SSM Health SLUH must provide copy to SLUH (contact information for the submission is found in the form).
UNANTICIPATED PROBLEM (UP)

An internal or external, unexpected, and serious adverse event, incident, experience or outcome that is reasonably related, and: 

· For device research, relates to the rights, safety, or welfare of the subjects, 

OR, for any research, both of the following:

· The event is not consistent with or exceeds the nature, severity or frequency described in the protocol, consent form, or investigator’s brochure or is unexpected given the characteristics of the subject population being studied, AND
· The event suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.
Internal UP events should be reported in accordance with criteria above.

External UP events only require reporting if either of the following are true:

· The SLU investigator has concluded that an immediate change to the protocol is necessary to address the risks raised by the event, or
· A sponsor or monitoring entity (e.g., an external IRB, the sponsor, or the data and safety monitoring board) has required modifications to the protocol or consent documents as a result of the event.

External events that do not meet the reporting requirements and that are not relevant to the protection of participants in SLU research should not be reported. The IRB will not accept non-SLU site reports that do not meet SLU’s reporting requirements.

UPs should be reported even when occurring in participants who’ve completed or withdrawn participation in the study. 

Common Types of UPs:

If determined to meet SLU UP reporting requirements, the following types of events must be promptly reported to the IRB as a UP (even if it also falls under a separate reporting category): 

· Unanticipated adverse device effects.

· Adverse events or injuries that are serious, unexpected, and reasonably related to the research.

· Breaches of confidentiality involving risks to participants or others.

· Data and Safety Monitoring Board (DSMB) reports, interim analyses, or other oversight committee/monitoring reports altering the risk profile.

· Investigator’s brochure updates altering the risk profile.

· New information indicating an unexpected change in risks or potential benefits (e.g., literature/scientific reports or other published findings).

· Protocol deviations, violations, or other changes to the protocol or procedures involving new or increased risks or with the potential to recur.

· Subject complaints indicating an unanticipated serious risk.

· Unapproved changes made to the research to eliminate an apparent immediate hazard to a subject.

· Other problem, event or new information that indicated that participants or others might be at increased risk of harm, such as:

· Loss of study data or forms, 
· Participant becomes a prisoner while participating in research, or

· Other events requiring prompt reporting according to the protocol, sponsor, or funding agency. 
Investigators can use the SLU IRB UP Decision Tree to assist in determining whether an event is a reportable UP.

Reporting UPs:

· UPs that are internal SAEs: SAE Report Form; paper SAE Form if not in eIRB.

· Use reporting timelines for SAEs.

· Other Internal UPs: Report Form in eIRB; Change in Protocol Form if not in eIRB. 

· Timeline: 7 calendar days from the event becoming known.
· External UPs: Amendment in eIRB; Change in Protocol Form if not in eIRB.

· Promptly submit protocol changes in response to the UP via an Amendment in eIRB or the paper Change-in-Protocol form as needed. Includes plans for participant re-consent, as applicable.

· If amendment submission is delayed by sponsor, indicate such in the Report Form. 
· If implementing safety or other procedures to eliminate apparent immediate hazards to subjects prior to approval from the IRB, event should also be reported as a Protocol Deviation. See “Protocol Deviation” section for more information.
Submission Considerations:

Critical information on the UP Report Form includes the following:

· Detailed information about the UP (e.g., participant, event and timeline details).
· Any corrective action, planned or already taken, to ensure that the UP is resolved and future risks will be mitigated/not recur.

· An assessment of whether any participants or others were placed at risk as a result of the event or suffered any physical, social, or psychological harm and any plan to address these consequences.

· Any study team notifications provided to the sponsor, and any sponsor documentation or correspondence provided to the study team*.

· Any other relevant information or information requested by the IRB.
* For multi-center studies, the sponsor or monitoring entity is often in a better position to analyze unanticipated event information for the entire study. As such, investigators are asked to provide the sponsor’s assessment to the IRB when submitting reportable UPs.

PROTOCOL DEVIATION (PD)
An intentional variation from the approved protocol. PDs are intentional (planned) and within the control of the research team. For sponsored studies, typically, sponsor approval is required before implementing. 
Common Examples:

· Procedures initiated without IRB review to eliminate apparent immediate hazards to subjects. 
· Enrollment exceptions (e.g., inclusion of a participant who does not meet the inclusion/exclusion criteria).
· Participation exceptions (e.g., variation or elimination of a procedure or test for a participant).
PDs must be submitted to the IRB regardless of whether or not they affect subject safety.
Reporting PDs:

· Timeline: obtain IRB approval prior to implementing the deviation!  
· Submit on the Report Form in eIRB; Change-in-Protocol Form if not in eIRB.

· For time sensitive PDs (e.g., subject safety deviation), an email to the IRB office and the IRB response will suffice until follow-up paperwork can be submitted. 
· PDs implemented without prior IRB approval must be submitted as a protocol violation. 
· In the report, provide an explanation for why the PD occurred without IRB approval.
· Promptly submit protocol changes via an Amendment in eIRB or the paper Change-in-Protocol form as needed. Include plans for participant reconsent, as applicable.

· PDs that are enrollment/participation exceptions (for one participant) typically do not result in changes to the protocol.

PROTOCOL VIOLATION (PV)
An unintentional variation from the approved research protocol or error in conduct of the study. PVs include participant errors and study team errors. The IRB requires submission of internal PVs that put participants or others at increased risk (including more than minor consent errors, more than minor study conduct errors and PDs implemented without IRB approval/notification).
Common Examples:

· Participant does not go to scheduled study visit, putting him/her outside of a treatment window and at increased risk per the investigator’s assessment.
· Use of invalid consent form or other more than minor consent errors (see guidelines).
· Safety labs were missed; wrong dose given to participant.
· Participant not meeting inclusion/exclusion criteria is enrolled in error or without first obtaining sponsor and IRB enrollment exception approval. 
Investigators can use the SLU IRB PV Decision Tree to assist in determining whether an event is a reportable PV.

Reporting PVs: 

· Submit on the Report Form in eIRB; Change-in-Protocol/For Information if not in eIRB.
· PVs that result in SAEs should be reported as SAEs (see above).
· Timeline: Other PVs within 7 calendar days from event becoming known.
· Submission Considerations: 

· At the time of report, the PI should provide an explanation of what happened, why the PV occurred and a plan to prevent recurrence of such events in the future.
· For consent errors, corrective action plans should include plans for addressing re-consent. If insufficient details are present, the form will be returned for revisions.
· Multiple PVs can be submitted on a single report form in eIRB (by clicking add). If reporting numerous incidents, you can group PVs by type (e.g., 3 consent signature errors can be grouped as one PV entry and 2 lost HIPAA Authorizations as another PV entry on the same report). If grouping and listing multiple entries, be sure to provide all necessary details in the form and as attachments.
SAFETY/DATA SAFETY MONITORING REPORTS
Sponsor, FDA notifications, Data and Safety Monitoring (DSM/DSMB/DSMC) and other reports that contain information about the continued safety of the trial. 

Submit via the Amendment Form in eIRB; Change-in-Protocol/For Information Form if not in eIRB. 

Immediately
· Notifications that halt the study for active participants (if SLU has active participants) 
· If asked to implement procedures to eliminate apparent immediate hazards to the subject prior to IRB review, refer to Protocol Deviation section. 
Within 10 days*
· Data Safety and  Monitoring Committee reports

· FDA Safety Alerts

*Note: safety reports should be assessed as potential external UPs. Refer to the UP section and follow requirements as applicable.
AUDIT AND MONITOR REPORTS

Research conducted at SLU is subject to internal and external audits and monitoring. The IRB should receive findings (reports) that evaluate the progress of a study, data quality and timeliness, subject recruitment, accrual and retention, and performance of study sites.  

Submit via the Report Form in eIRB; Change-in-Protocol/For Information Form if not in eIRB. 

Immediately

· Notifications of upcoming FDA or Federal Agency audits (for assistance in preparing)
Within 10 days

· FDA or other Federal Agency audit reports
· Granting Agency audits (NIH, NSF, NCI, etc.)

Within 30 days* 
· Sponsor/CRO Monitor Reports
*Note: findings on monitor reports that constitute PVs or UPs should be reported as such in accordance with required timelines.
PARTICIPANT COMPLAINTS 

Complaints may arise from different sources (subjects, researchers, health care providers, family members, etc.). Regardless of the source of the complaint, the incident should be reported to the IRB if the complaint cannot be easily resolved by the investigator or study team. All complaints received about research misconduct or noncompliance should be reported to the IRB.
Note: participants should be welcomed to speak with the IRB to talk with someone at SLU not affiliated with the research. The “Information for Research Participants” page of the IRB website may also have helpful information.
Reporting Complaints: 

· Submit on the Report Form in eIRB; Change-in-Protocol/For Information if not in eIRB.
· Timeline: In real time to resolve participant’s immediate concern (can call/email IRB). Report can be submitted within 7 calendar days from event becoming known.  
· If complaint is also a UP, also complete the UP section of the Report Form in eIRB.
DATA SECURITY INCIDENT/LOSS OF CONFIDENTIALITY

Incidents involving possible loss of data (lost, missing, stolen) or those in which private information about a participant(s) is intentionally or unintentionally shared or disclosed to parties outside of the specified research personnel or as approved in the protocol. 
Immediately

For data or information security incidents, see the SLU ITS Computer and Information Security Incident Quick Reference Guide and follow necessary steps.

Reporting Data Incidents:
· Submit on the Report Form in eIRB; Change-in-Protocol/For Information if not in eIRB.
· Timeline: In real time to resolve concern (can call/email IRB). 
Report can be submitted within 7 calendar days from event becoming known.  
· If incident is also a UP, also complete the UP section of the Report Form in eIRB.
· The IRB office will report incidents involving PHI to the Privacy Officer and work with SLU ITS InfoSecurityTeam on the event.
SUBJECT INCARCERATION 

When a participant active on a study becomes a prisoner and will continue participation. 
According to 45CFR46.303, “Prisoner” means any individual involuntarily confined or detained in a penal institution. The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virtue of statutes or commitment procedures which provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing.

NOTE: The Office for Human Research Protections (OHRP) has indicated that probationers, parolees, persons ordered by the court to attend non-residential community programs, and individuals released from prison to halfway houses would not be considered to meet the definition of a prisoner. 

Reporting Subject Incarceration:

· Submit on the Report Form in eIRB; Change in Protocol/For Information if not in eIRB. 

· Timeline: Prior to continuing participation! Notify eIRB immediately if continued participation is warranted for participant safety and welfare.
· Submissions of subject incarceration will require full board review.

· If a subject withdraws from study after being incarcerated, a notification to the IRB is not necessary. This would be considered a withdrawal at the time of continuing review.

WARD OF THE STATE

When a participant active on a study becomes a ward of the state and will continue participation. Research likely to involve wards of the state should clearly indicate this in the research protocol.  Additional information can be found on the Guidelines for Studies including Minors.  

Reporting Wards of the State:

· Submit on the Report Form in eIRB; Change in Protocol/For Information if not in eIRB. 

· Timeline: Prior to continuing participation! Notify eIRB immediately if continued participation is warranted for participant safety and welfare.

· Submission may require full board review.

· If a subject withdraws from study after becoming a ward, a notification to the IRB is not necessary. This would be considered a withdrawal at the time of continuing review.

4. Special Considerations for Coordinating Sites and Sponsor Investigators
In addition to complying with above reporting requirements, Sponsor Investigators who hold the IND or IDE for the drug or device under study must be aware of additional FDA Reporting Requirements. 

Coordinating Sites: If Saint Louis University faculty or staff coordinates a research study that will also be conducted at multiple other sites, any safety report must be sent to the IRBs at all performance sites in a timely fashion. Protocol and consent modifications required for safety reasons must be communicated with the external sites as a sponsor’s amendment. All other sponsor requirements must be followed in accordance with the Coordinating Site Application as approved by the IRB.
5. REFERENCES 

21 CFR 56
45 CFR 46

FDA Guidance for Clinical Investigators, Sponsors and IRBs – Adverse Event Reporting to IRBs- Improving Human Subject Protection, Guidance for Clinical Investigators, Sponsors, and IRBs
FDA Guidance for IRBs, Clinical Investigators, and Sponsors: IRB Continuing Review After Clinical Investigation Approval
OHRP/HHS Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events
� Note: SLU IRB requires copies of safety events (e.g., local SAEs, potential UPs), protocol violations/deviations, and monitor/audit reports be submitted to SLU in accordance with these definitions regardless of whether the event is reportable to the non-SLU IRB. 
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