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[bookmark: _GoBack]IRB-Related Guidelines When Conducting Non-Exempt Human Subjects Research

Communicating with the IRB occurs throughout the life cycle of non-exempt research with human subjects: before the research is approved, during the conduct of research, when changes are made to the research, and when the research is completed.  At each stage in the life of a research project a formal process of communicating with the IRB will benefit research and project staff by clarifying roles and responsibilities. 

The set of guidelines outlined below are designed to help SRO project managers navigate IRB activities, especially when the PI is external to SRO/SRC.  The guidelines were prepared   by ISR’s IRB liaison and reviewed by SRO management.  The guidelines address:
· Who should initiate communication with the IRB; 
· Who should be included in the communication loop; 
· Insuring correspondence between SRO activities over which the IRB has jurisdiction and IRB-approved protocols;
· Using IRB-approved PDF and Word versions of supporting documents; and 
· Evaluating and reporting research-related events that may require a report to the IRB.  

eResearch and IRB Communication 
1. Set expectations among members of the SRO project team and the research team[footnoteRef:1] about who communicates with the IRB, and under what circumstances, before, during, and after data collection.  Although the SRO project team should use their judgment about when to have these discussions with the research team, a best practice is to begin the initial discussions as early in the research process as possible: when the design has been finalized is ideal, but certainly before an IRB application is started.  The SRO project manager should collaborate with the research team when setting these expectations.  [1:  The terms “SRO project team or SRO project manager(s) refer to staff who manage research projects for clients; the term “ research team” refers to the client, the PI, and/or their staff.  ] 


2. Identify members of the research and SRO project teams who will be listed on an IRB application in the eResearch system.  This is the responsibility of the PI, or the person authorized to act on behalf of the PI, but the SRO project manager should always be listed.

3. Agree on who is allowed to edit an application and who is copied on posted correspondence in the eResearch system.  This is the responsibility of the PI but the SRO project manager should always be copied on posted correspondence in the eResearch system.

Adhering to IRB-Approved Protocols[endnoteRef:1] [1:  A best practice is to have the ISR IRB liaison review the research protocol in eResearch before it is submitted to the IRB.  A pre-submission review can reduce the time to approve an application by identifying contingencies that the research team will need to address before the application can move forward.

When Multiple IRBs are Involved  Multiple IRBs are sometimes involved in the approval of research, for example, when the PI is located at another institution.  When multiple IRBs are involved, the approved research protocol should be consistent across IRBs.  From a regulatory perspective, SRO project managers are responsible for ensuring that the UM IRB-approved protocol is followed.
] 

1. Confirm that planned data collection procedures conform to the protocol approved by the UM IRB before data collection begins and subsequently each time changes are made through the eResearch amendment process.  

Confirming the correspondence between planned SRO activities and UM IRB-approved protocols, notifying the research team about differences, and recommending whether to temporarily halt communicating or interacting with sample persons should be the responsibility of the SRO project manager, and when applicable, in consultation with the SRO senior project advisor.  The PI should make the final decision to temporarily halt activities.
 
2. Insure that relevant IRB-approved supporting documents[footnoteRef:2] are used to communicate with, consent, and interview respondents.  This should be the responsibility of the SRO project manager.   [2:   Supporting documents are material that are uploaded into an eResearch application such as CVs, grant applications, recruitment material, consent forms, questionnaires/surveys/interviews, focus group guides, approvals from other IRBs, etc.  In this context, the relevant supporting documents are recruitment material, consent forms, and data collection material used in non-exempt research.] 

· In general, this means using finalized PDF versions of recruitment and consent documents from the Document tab in the study’s eResearch homepage.[endnoteRef:2] [2:  Once a non-exempt research application is approved, IRB staff conduct a process called “Finalize Documents” that performs 2 activities to recruitment documents in Section 8 and consent/permission/assent documents in Section 10 of the eResearch application: 1) a header is added to the documents that identifies the research ID, the name of the IRB, and the date the research was approved; and 2) the documents are converted to PDF format.  

An exception to this process is allowed when documents will be used on line: in these instances, the IRB requests that the research ID be noted in the body of the material.

The document finalization process does not apply to exempt research because the exempt pathway does not request recruitment and consent documents.  If a standard application is submitted to the IRB and subsequently determined to be exempt, the IRB typically asks the research team to remove documents in Sections 8 and 10, even though the documents would not be visible when viewed online.
] 

· Only documents in Section 8-1 (subject recruitment) and Section 10 (informed consent for adults, parent permission, or child assent) are finalized by the IRB and converted to PDF formats.  Other supporting documents such as surveys, questionnaires, or focus group guides are not finalized.  
· When finalized documents require personalization by adding a name, address, date, or incentive amount, for example, the following procedure should be used.  Under this procedure, the IRB authorizes the document changes, but the SRO project team implements them.  The SRO project manager should be responsible for ensuring this process is followed.
· Post a correspondence in eResearch that lists the set of documents that require personalization once the application or amendment has been approved. 
· The IRB staff owner, who conducts the administrative review and communicates requested changes to the research/project team, will post a reply that approves the request to personalize the indicated documents.  
· Once the IRB approves the request, the SRO project manager is authorized to make the document changes.  
· Documents authorized to be changed are the WORD versions of the corresponding finalized PDF documents obtained from eResearch.
· The changes authorized by the IRB are limited to: 
1. Restoring the HUM project number, the IRB name identification, and the 
approval date in either a header or footer in the WORD document; and 
		2.  Adding personalized information corresponding to the merge fields. 
· The 3 pieces of information in the header or footer should be copied from the finalized PDF versions obtained from the Documents tab in eResearch to ensure that the approval date added to each personalized WORD document is correct.  
· Any other changes must be made through the amendment process. 
· An ORIO[footnoteRef:3] may be required to document unauthorized changes. [3:  Other Reportable Information and Occurrences: an eResearch feature used to report events to the IRB.] 

· In all instances, only IRB-approved material should be used when conducting research with human subjects.[endnoteRef:3]  [3:  A best practice is to obtain all IRB-approved documents from the eResearch application or to create a local shared folder that contains copies of IRB-approved documents so that project staff are certain that correct versions of documents are being used.

Changes to Approved Documents that Require an Amendment  Federal regulations do not make distinctions among types of changes that need to be reported to the IRB.  The UM HRPP operations manual, in discussing changes to approved protocols, states “Changes may not be initiated until approved by the IRB except when necessary to eliminate apparent immediate hazards to subjects.”  The IRB has been consistent in its requirement that all changes to approved research be reported in an amendment.  In the recent past the IRB has allowed minor modifications, such as fixing typos, changing formats, correcting grammar, etc., to be reported all together as a group in a single amendment after the changes have been made as long as they are reported in a timely manner.  Deleting or adding items that are administered to subjects using paper questionnaires/surveys or through changes to skip logic in programmed instruments should be reported to the IRB before the changes are made.


] 


Human Research-Related Events that May Require Reporting to the IRB 
1. An initial discussion between members of the SRO project team and the research team should be conducted before contacting the IRB or responding to an IRB request for information when an event occurs that may require a report (ORIO).  Seek advice from ISR’s IRB liaison as needed.

2. Avoid creating an ORIO or describing and communicating about an event in the eResearch system until a decision has been made to report an event.  

3. When an event is determined to be an unanticipated problem and a report (ORIO) is required, the research team, the SRO project team, and ISR’s IRB liaison should review the report before it is submitted to the IRB.  Internally, the report should be reviewed and approved by the SPA, the SRO Director or the Associate SRO Director.  

4. Required notifications when the SRO Administrative Team determines that a research-related event is an unanticipated problem that requires a report to the IRB

 The SRO project manager, working with the SPA:
a. Notifies the research team by email; 
b. Notifies the SRC Assistant Director by email.  A copy of the ORIO text should be 	attached to the email.  If the SRC Assistant Director has no comments after 1 	business day, the SRO team may submit the ORIO. 

Federal Regulatory Criteria for Reporting an Event to the IRB
An “event” is an incidence, experience, or outcome that occurs during the course of conducting non-exempt[footnoteRef:4] human subjects research, whether secondary analysis of identifiable data or primary data collection, that involves risks to subjects not previously identified; that is, there is a reasonable likelihood that someone could be harmed.    [4:  Exempt and non-regulated research activities are not subject to this reporting requirement.  ] 


The 2 broad categories of events are:
· Unanticipated problems 
· Adverse events

At the University of Michigan the term “ORIO” is commonly used to refer to an unanticipated problem, but the term does not appear in federal regulatory language.  The term “unanticipated problem” appears in federal regulations, but it is not defined.  The Office of Human Research Protections (OHRP), the federal government unit that oversees human research regulations, considers an unanticipated problem as an event that involves risks of harm to subjects or others.  Unanticipated problems are uncommon, but do occur, in social and behavioral research.     

The term “adverse event” is not found or defined in federal regulations.  OHRP uses the term broadly to include medical events that encompass actual physical or psychological harms that occur during the course of research regardless of whether it was related to participation in research.  The term arose during drug trials when the common practice of reporting side effects experienced by subjects in drug trials inundated IRBs with reports.  

Drawing a distinction between an adverse event and an unanticipated problem had the effect of reducing the volume of reports submitted to an IRB.  Today, adverse events are still generally associated with biomedical research and are rare in social and behavioral research.  Only events defined as unanticipated problems are required to be reported to the IRB. 

To assess whether an event is an unanticipated problem that should be reported to the IRB, the research team, in collaboration with the SRO project manager, should begin by evaluating these 3 federal regulatory criteria:
1. Was the event unexpected in terms of the nature, severity, or frequency given the procedures described in the IRB-approved protocol?
2. Was the event related or possibly related to participation in the research?
3. Was the risk of harm to subjects or others increased beyond what was previously known or recognized? 

If the answer to each of the 3 criteria is “yes” then the event is an unanticipated problem and a report to the IRB is required.  The first 2 criteria (expectedness and relatedness) are commonly endorsed when an event is being evaluated, so typically the key criterion is whether the event increased the risk of harm to subjects beyond what was previously known or recognized. 

When an adverse event occurs and is determined to be an unanticipated problem; that is, the answers to the 3 evaluation criteria are “yes,” a report to the IRB is required.

Below are 3 examples from OHRP that illustrate an unanticipated problem and when an adverse event is and is not an unanticipated problem.

	Example of an Unanticipated Problem that is not an Adverse Event

An investigator conducting behavioral research collects individually identifiable sensitive information about illicit drug use and other illegal behaviors by surveying college students.  The data are stored on a laptop computer without encryption, and the laptop computer is stolen from the investigator’s car on the way home from work.  This is an unanticipated problem that must be reported because the incident was (a) unexpected (i.e., the investigators did not anticipate the theft); (b) related to participation in the research; and (c) placed the subjects at a greater risk of psychological and social harm from the breach in confidentiality of the study data than was previously known or recognized. 







	Example of an Adverse Event that is an Unanticipated Problem

A behavioral researcher conducts a study in college students that involves completion of a detailed survey asking questions about early childhood experiences.  The research was judged to involve no more than minimal risk and was approved by the IRB chairperson under an expedited review procedure.  During the completion of the survey, one student subject has a transient psychological reaction manifested by intense sadness and depressed mood that resolved without intervention after a few hours.  The protocol and informed consent document for the research did not describe any risk of such negative psychological reactions.  Upon further evaluation, the investigator determines that the subject’s negative psychological reaction resulted from certain survey questions that triggered repressed memories of physical abuse as a child.  The investigator had not expected that such reactions would be triggered by the survey questions.  This is an example of an unanticipated problem that must be reported in the context of social and behavioral research because, although not serious, the adverse event was (a) unexpected; (b) related to participation in the research; and (c) suggested that the research places subjects at a greater risk of psychological harm than was previously known or recognized. 
	Example of an Adverse Event that is not an Unanticipated Problem

An investigator is conducting a psychology study evaluating the factors that affect reaction times in response to auditory stimuli.  In order to perform the reaction time measurements, subjects are placed in a small, windowless soundproof booth and asked to wear headphones.  The IRB-approved protocol and informed consent document describe claustrophobic reactions as one of the risks of the research.  The twentieth subject enrolled in the research experiences significant claustrophobia, resulting in the subject withdrawing from the research.  This example is not an unanticipated problem because the occurrence of the claustrophobic reactions – in terms of nature, severity, and frequency – was expected. 



ISR’s IRB liaison should be consulted if there is uncertainty about whether an event meets the criteria for an unanticipated problem.

Two common IRB practices that are exceptions to these reporting guidelines is when a subject calls the IRB directly to “complain” or when the board requests occasional updates on the status of a project.

What constitutes a complaint has been broadly interpreted by the IRB, and may simply be a notification about reluctance to participate in research.  When a subject calls the IRB to “complain,” the IRB typically asks the research team to submit an ORIO that documents the complaint and describes any action the research team will take.  This practice serves to document the IRB’s responsiveness to a subject’s call.  Similar calls from subjects to SRO or the research team generally do not require a report to the IRB unless it is an event that meets the 3 reporting criteria for an unanticipated problem.  

The IRB board also uses the ORIO reporting process to temporarily monitor a component of a project to assess whether a planned activity is proceeding according to expectations.  The board rarely makes this request, and when it does, the request is usually on a short-term basis.      

Typical examples of events that require an ORIO report to the IRB, include:
· A lost or stolen laptop
· Misplaced subject data; e.g., lost or misplaced paper surveys containing subject data[footnoteRef:5] [5:  When data are “lost” for technical reasons, for example, when a web site goes down or a laptop crashes, and there is a reasonable assurance that the data will not be intercepted by unauthorized others, no report to the IRB is required, because the 3rd criterion has not been endorsed. ] 

· Misplaced or lost consent forms—paper or electronic—that are documented with the subject’s signature
· Confidentiality breaches, whether intentional or inadvertent, including instances of mandated reporting of child abuse[footnoteRef:6] or reports of planned harm to self or others.   [6:  Unless the approved IRB application includes a plan for reporting child abuse, in which case no ORIO is required when a report is made.] 

· Unapproved changes to the research design, including substantive changes to supporting documents.

The PI is responsible for submitting unanticipated problems to the IRB through the ORIO reporting system, even though project staff typically initiate the reports.

When an unanticipated problem is submitted to the IRB, project and research staff should use the opportunity to review and update their processes, as appropriate, to avoid similar events in the future.  The IRB’s expectation is that this feedback loop will be conducted because a previously unknown risk to subjects or others has been identified.      
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