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OBJECTIVE:

To describe the procedures for submitting, an adverse event (AE)/ or an unanticipated problem to the IRB for Health Sciences Research (IRB-HSR).  To describe the IRB-HSR’s procedures for receiving and reviewing AE’s or unanticipated problems.  

Definitions:   

Procedures for adverse events (AEs): 

Information given to researchers on this topic
REQUIREMENTS FOR REPORTING ADVERSE EVENTS TO IRB-HSR 

IRB-HSR requires the submission of all adverse events that are considered by the reporting PI to be unexpected, and serious. 

Study teams are required to follow their Data and Safety Monitoring Plans with regard to reporting of Adverse Events to DSMBs, sponsors, FDA, and other participating sites (in cases where the PI holds the IND/IDE.
NOTE:  When the Data and Safety Monitoring Plan (DSMP) section of the protocol is drafted, the PI is asked to provide protocol-specific AE reporting requirements, which may vary from the above. IRB-HSR guidelines should default as the minimal expectation unless otherwise specified by the protocol.  For example, if a sponsored protocol requires ALL Serious events be reported to the IRB, the DSMP should reflect this requirement and then this is the standard that study team is required to follow, or be out of compliance with the sponsor’s protocol.  Once the protocol is approved, the study team is required to follow their approved DSMP regarding AE definition.

AE REPORTING TIMELINES 

Internal Adverse Event Reporting Timelines: 

If the serious, unexpected AE is an internal adverse event the event must be submitted to the IRB-HSR within 7 days from the time the study team received knowledge of the event.  This includes the electronic submission and the hard copy of the signed AE reporting form.  Instructions for reporting are outlined in the How to Submit Adverse Events section of this document. 
If the AE is an internal event and resulted in harm or death to the subject that was definitely caused by study participation the AE should be reported to IRB-HSR within 24-hours.  In addition, the appropriate Dean and Risk Management should be notified within 24-hours.  IRB-HSR will be required to file a report to OHRP and other federal agencies as required. (Refer to IRB-HSR AG 2-7).

External Adverse Event Reporting Timelines:

If the serious, unexpected AE is an external event, it must be submitted to the IRB within 15-days from the time the study team receives knowledge of the event.  There are 3 acceptable reporting methods described in the How to Submit Adverse Events section of this document.

NOTE:  When the Data and Safety Monitoring Plan (DSMP) section of the protocol is drafted, the PI is asked to provide a protocol-specific definition of Adverse Event, and to specify reporting requirements, which may vary from the above. IRB-HSR guidelines should default as the minimal expectation unless otherwise specified by the protocol.  For example, if a sponsored protocol requires ALL Serious events be reported to the IRB within 24-hours, then this is the standard that study team is required to follow, or be out of compliance with the sponsor’s protocol.  Once the protocol is approved, the study team is required to follow their approved DSMP regarding AE reporting requirements. 

HOW TO SUBMIT ADVERSE EVENTS 

DOCUMENTATION OF SUBMISSION

Documenting Submission of Adverse Event Reports provided with the Original Application:

When AEs are submitted with the original submission, the adverse event will be stamped with an acknowledgement of receipt, dated and signed.   A Receipt event will be entered.     
Documenting the Submission of Adverse Events Using IRB Online:
When an AE is submitted using IRB Online, an Acknowledgement of Receipt is automatically generated and is sent to the person submitting the AE and also the IRB Coordinator.  This Acknowledgement of Receipt should be printed by the person submitting the AE and filed with the study’s regulator files.   
When the hard copy is received the IRB-HSR Staff  click on “In box”  and then click on “Submitted AE’s- No Paper Work.  

Compare the AE # on the hard copy to the AE # in IRB Online.  If there is a match- check the Paper Work Received box.  

Documentation of Submission of External AEs:
(Note:  If IRB Online is the mechanism of submission please see the above information.)  

If the hard copy of the AE is submitted, IRB-HSR will stamp the hard copy of the AE; enter an Event of Receipt in IRB Online.  A copy of the Receipt will be returned to the study team and the original filed with the IRB-HSR protocol files.
Alternatively, if the study team submits the AEs using the Non-UVA/ Batch AE Submission Form, or a summary form from the sponsor, the form will be stamped with an Acknowledgement of Receipt, an Event of Receipt of AE Summary will be entered.
Documentation of the Submission of AEs after the study is Closed:

If the sponsor requires acknowledgement of IRB-HSR receipt for AEs after the study is closed, IRB-HSR will stamp the hard copy of the AE, enter an Event of Receipt in IRB Online and the comment “Sponsor AE reports submitted after study closure.”  A copy of the Receipt will be returned to the study team and the original filed with the IRB-HSR protocol files. 

Alternatively, if the study team submits the AEs using the Non-UVA/ Batch AE Submission Form, this form will be stamped with an Acknowledgement of Receipt, an Event of Receipt of AE Summary will be entered with the comment “Non-UVa/Batch AE Submission Form received after study closure.” 
IRB-HSR’S REVIEW OF SERIOUS, UNEXPECTED AE’S

Review of AE Submitted with the Original Application:

The Primary Reviewer will review all AEs submitted with the Original Application making sure the risk section of the protocol and the consent are accurate and adequate.

Review of AEs Submitted using IRB OnLine:

IRB-HSR individually reviews Internal events that are Serious and Unexpected and External events that result in modification to the risk section of the consent and/or the risk section of the protocol documented in the Data and Safety Monitoring Plan.  Upon receipt of the hardcopy, the IRB-HSR staff will log the adverse event as received. 

· Login to the database and select INBOX

· Select SUMMITTED AE, PAPERWORK RECEIVED

· Match AE ID from onscreen list, with AE ID printed on the hardcopy received.

· Select and click the matching AE ID.

· Review the AE paying close attention to the following:
· Subject ID and Sponsor AE ID if present should match any supporting documentation submitted.

· Verify the report contains no subject identifiers. It is the responsibility of the study team to black out identifiers from hardcopies submitted to the IRB and also to be sure that identifiers are not entered into the database.  The  IRB cannot be responsible for the data entry of the study team.

· If the AE appears to be resolved (death, discharge, issues resolved, and then follow up will not be required by IRB-HSR.  However if there is no resolution, AE should be tagged for follow up: 

· Once the AE is assigned to a meeting, it will appear in the AEs for that protocol.  Go into that AE and check the TAGGED box. 

· Enter into the AE comment field the word TAGGED and enter the reason the AE was tagged. 

·  Write on the AE form that the event was TAGGED.

· If it is checked that the AE occurred at UVa and the event resulted in harm or death to the subject that was definitely caused by study participation, call the coordinator or PI to verify this information.  If this is correct, refer to IRB-HSR AG 2-7.

· If the event indicates that consent change is required, make sure the modification is attached to the AE or has been submitted.

· Verify that the Principal Investigator or a sub-investigator signs the AE.

· The Date the Principal Investigator was notified of the AE is a mandatory field and must be completed.   

· If the AE occurred at UVa and is submitted greater than 7 days, from the time the PI/study team had knowledge of the event, an e-mail will be sent to the study team as a reminder of AG requirements and requesting a reason (see Appendix D).  These e-mails will be kept in the IRB-HSR file as documentation of the communication.

· In addition, the following comment will be placed in the AE Comment Field “This AE was reported greater than 7-days from the time the PI/Study team had knowledge of this event.  These comments will be available to the primary reviewer at the time of Continuation review so non-compliance trends can be identified. 

· Note:  If a trend of late reporting is noted at any time, a letter from the IRB-HSR chair (see appendix C) will be sent informing the PI, study team and department chair that a trend in late AE reporting has been identified for this study and the team will be referred for mandatory AE training focusing on recording and reporting.    

· If questions or errors exist, go to the RETURN section of the screen, and enter the discrepancy in the text box provided and click the RETURN button.  An e-mail alert will be sent to the person that submitted the AE, notifying them of the return and listing the questions/corrections requested. Returned AEs will appear in the SAVED AE when the study coordinator press submits. The IRB-HSR Director or designee and the IRB-HSR Chair or IRB-HSR Vice-Chair or designee will then review the AE report.  The original submitter may access the form, make correction, scroll to the bottom of the page and select SUBMIT.  The AE will be returned to the Inbox-Paperwork Received.  

· If no questions or errors exist, or if all questions have been clarified, a Meeting Date should be selected for the board to review the report.  Make sure when assigning a meeting date that the deadline has not already past for that particular meeting. The IRB-HSR reviewer, then the IRB-HSR chair, must sign the form.   The AE will be listed on the next IRB-HSR meeting agenda under the AE Notification section.  The hard copy will be filed in the protocol file. 

Review of External AEs that do not result in modification to the risk section of the consent and/or risk section of the protocol documented in the Data and Safety Monitoring Plan.  

IRB-HSR does not review individual external events unless the AE indicates additional risk and protocol and consent update is required due to the AE.  If the event is reported using IRB Online,  these events are automatically downloaded to IRB Online when the study team submits the AE and are reviewed at the next Quarterly AE Review.  If a hard copy of the external event is submitted or if external events are submitted using the Non-UVA/ Batch AE Submission Form, the events are not reviewed by the IRB-HSR.

NOTE:  For all protocols, AEs reported using IRB Online are reviewed at the time of Continuation review.  The IRB-HSR expects that the PI will perform an aggregate review of all AEs at the time of Continuation. 

In addition all AEs reported using IRB Online are provided to the board for review during the Continuation review.  

Review of AEs Submitted After the Study is Closed:

There is no administrative or board review of AEs submitted after the study is closed, unless an additional risk is identified that will require further contact with the subject.  In these cases the study will be re-opened with a status of Follow-Up only and an Addendum to the consent will be required. 

If this is the case, the AE will be stamped with Receipt of Acknowledgement and reviewed by the administrative reviewers and the IRB-HSR Chair or Vice Chair. 

DOCUMENTATION OF IRB-HSR’S REVIEW OF AEs

Documenting IRB-HSR’s review of AEs provided with the Original Application:
To document the review of Adverse Events submitted with the original application, the administrative staff will stamp each event with an n Acknowledgement of Receipt and enter a Receipt event into the database.  The events are not to be entered using the AE online submission program.   

Documenting IRB-HSR’s review of AEs submitted Using IRB Online:
When an AE is administratively reviewed, and the reviewer selects the REVIEW button, an e-mail is automatically generated stating the IRB-HSR Meeting Date at which the full board will review the AE.  The study team should print a copy of this e-mail to document IRB-HSR review of the event and place this in their regulatory documents. 

When an AE is assigned to a meeting date and the REVIEW button is selected, the AE is downloaded into IRB Online.  A listing of all AEs reported since the last IRB-HSR meeting is generated with the Agenda and distributed to the board members for review.  This listing is sent to IRB-HSR members prior to each IRB-HSR meeting, to allow time for the review of these AEs.  Issues related to the AEs are discussed in the IRB-HSR Meeting.  The documentation of this review is captured in the Meeting Minutes.  If issues are noted, the administrative staff will e-mail the study team to clarify.  Copies of all communications should be printed by the IRB-HSR staff and placed in the IRB-HSR files to document resolution of AE review issues.

Documenting the IRB-HSR’s Review of External AEs:

As noted previously, IRB-HSR does not review external adverse unless the AE indicates additional risk and protocol and consent update is required due to the AE. External Events that result in modification to the risk section of the consent and/or risk section of the protocol documented in the Data and Safety Monitoring Plan must be entered using IRB Online These events are automatically downloaded to IRB Online when the study team submits the AE.  An e-mail is automatically generated to document the IRB-HSR’s Receipt of the AE and is sent to the person who submitted the event.  The study team and the IRB-HSR staff should print and file these e-mails with their study documents.  Events meeting the review criteria are reviewed at the next Quarterly AE Review.  The Quarterly AE review is documented in the IRB-HSR Meeting Minutes.

If an External AE is sent in as hard copy- the document is stamped with a Receipt Acknowledged stamp and a receipt event is entered into the database.  No comment is needed in the comment field. 

The aggregate review of all AEs by the PI and study team should be documented on the Protocol Status Review Form.  The board’s Continuation review of a given protocol is documented in the IRB-HSR meeting minutes.

Documenting the Review of AE’s Submitted After the Study is Closed:

There is no administrative or board review of AEs submitted after the study is closed, unless an additional risk is identified that will require further contact with the subject. Only the Receipt of the AE is captured unless additional risk is identified requiring further contact with the subject. In these cases the study will be re-opened with a status of Follow-Up only and an Addendum to the consent will be required. 

If this is the case, the AE will be stamped with Receipt of Acknowledgement and reviewed by the administrative reviewers. At the discretion of the administrative review, the IRB-HSR chair, or the board may be asked to review the AE. The administrative reviewer and IRB-HSR chair will initial and date the document reviewed and a comment will be entered noting that this review has taken place.  IF the board reviews the AE, their review will be documented in the Meeting Minutes. 

REQUIREMENTS FOR IRB-HSR TO REPORT ADVERSE EVENTS/UNANTICIPATED PROBLEMS
The IRB-HSR is required to report all internal adverse events that are also unanticipated problem.  An AE is an unanticipated problem if the event meets ALL 3 of the following criteria:

· unexpected
· related/possibly related to the research intervention 
· results in increased risk of harm than previously identified OR result in actual harm to a subject or others
The IRB is required to report unanticipated problems to OHRP, FDA (if drug or device both approved and unapproved), institutional officials including the appropriate Deans, and the funding source If funded by DHHS within 1 month of receiving knowledge of the event.  The reporting procedures are outlined in IRB-HSR AG 2-7.  
The IRB must report any event resulting in harm or death to the subject that was definitely caused by study participation.  .  
This also includes the reporting of AEs or AE trends that result in modification to the risk section of the protocol or consent when the study is investigator initiated and the study is not sponsored by an outside commercial sponsor. 
TAGGED AE REVIEW

Refer to AG 5-1.

CORRECTING AND DELETING AE’S SUBMITTED USING IRB ONLINE

There are times when AEs will need to be corrected or deleted after they have been submitted.  Because of the way IRB Online is set-up there are different actions that can be taken at various stages.  Please find the scenario that best describes the status of the AE in question and follow the directions for that scenario. IRB-HSR will not correct events.  IRB-HSR will delete events that were erroneously entered under the wrong protocol.  Study team must make this request via e-mail that includes the IRB-HSR protocol number and the IRB-HSR Tracking Number.  The receipt of this e-mail request will be logged in as a Receipt event into IRB Online and the description of the request entered in the comment area.  A copy of this e-mail will be filed in the IRB-HSR files. 

Scenario 1

AE has been entered by study team, hardcopy has not been received by IRB-HSR, and study team wishes to correct/delete AE.    

	Who
	Action

	AE submitter
	Contact IRB-HSR requesting that AE # for IRB-HSR # be corrected/deleted.  

	IRB-HSR 
	1. Locate AE under Inbox – AE Paperwork.

2. Add this message to test box stating:
 “This AE is being returned to you per your request.  Please follow these instructions.

·  Find AE in database under ADVERSE EVENTS (red letters)

· Click on the AE number for that AE.

·  Correct AE and resubmit by clicking SUBMIT button at the bottom of the page and submitting paperwork if necessary to IRB-HSR within 7 days 

OR 

· Scroll to bottom of page and click the delete button.”

        3.  Click return button.

	AE submitter
	Follow the instructions provided and either re-submit or delete.


Scenario 2: 

Study team has entered an AE and the hardcopy has been delivered to IRB-HSR and logged as received, but has not been reviewed.  The study team now wishes to correct or delete the event. (AE submitter will not have a receipt of acknowledgement at this point.)

	Who
	Action

	AE submitter
	Contact IRB-HSR requesting that AE # (insert) for IRB-HSR # (insert) be returned.

	IRB-HSR 
	1. Locate AE under Inbox – AE Paperwork.
2. Add message stating:
 “This AE is being returned to you per your request.  Please follow these instructions. 

·  Find AE in database under ADVERSE EVENTS (red letters)

· Click on the AE number for that AE.

·  Correct AE and resubmit by clicking SUBMIT button at the bottom of the page and submitting paperwork if necessary to IRB-HSR within 7 days 

OR 

· Scroll to bottom of page and click the delete button.”
3. Click return button -Return AE from Inbox.

	AE submitter
	Follow the instructions provided and either re-submit or delete.


Scenario 3:

IRB-HSR finds an issue with an AE during administrative review.

	Who
	Action

	IRB-HSR 
	1. AE under Inbox – AE Review.

2. Type message to coordinator in box requesting clarification, correction etc:

“This AE is being returned to you because (insert).  Please follow these instructions. 

· Find AE in database under ADVERSE EVENTS (red letters)

· Click on the AE number for that AE.

· Correct AE, Reprint form and resubmit by clicking SUBMIT button at the bottom of the page and submitting corrected to IRB-HSR within 7 days.  Submit re-signed AE form as well within this 7-day window.” 

3.  Click the Return button.

	AE submitter
	Follow instructions provided as above.


Scenario 4:

Study team wants to change/correct an AE that has been entered under the correct IRB-HSR number, and IRB-HSR has already reviewed the event OR event is an expedited event.  

	Who
	Action

	AE submitter
	Enter a follow-up event, selecting Correction to Original Report.  You can note in the AE description the original IRB-HSR AE # and the correction that is being entered.


Scenario #5:

AE submitter discovers the AE was entered under the wrong IRB-HSR number.

	Who
	Action

	AE submitter
	1. Contact IRB-HSR requesting that AE # (insert) for IRB-HSR # (insert) be deleted because it was entered under the wrong protocol.

2. Resubmit the event under the correct IRB-HSR number.

	IRB-HSR 
	1. Print E-mail from coordinator.

2. Under the erroneous IRB-HSR #, log in an Event of Receipt – Request to delete AE # (Insert #) of  (insert event name) from this protocol because it was mistakenly submitted to this protocol.  

3. Stamp e-mail with receipt stamp and files with protocol.

4. Erroneous event is then deleted.

5. The hard copy of the event should stay in the file.




Procedures for unanticipated problems: 
DOCUMENTATION OF SUBMISSION TO THE IRB-HSR

Upon receipt the IRB-HSR staff will stamp with Receipt Acknowledged and enter event as “Receipt- Unanticipated Problem.”  An event of Receipt will be logged into the database. The event should be added to the next available agenda.   A copy of the stamped form will be filed in the IRB-HSR files and the original returned to the study team for their files.

IRB-HSR’S REVIEW OF THE REPORT OF AN UNANTICIPATED PROBLEM 

The administrative staff at the IRB-HSR will review reports of Unanticipated Problems.  The staff member will make sure the following key elements are present.

· the IRB-HSR number,

· the date the unanticipated problem occurred,

· the date the unanticipated problem was discovered, 

· a complete description of the event including sequelae.  

· A plan to prevent the problem from reoccurring in the future, if possible.  

Reports of unanticipated events may be shared with the IRB-HSR Director, Chair and Vice-Chair depending on the nature of the problem reported and at the discretion of the administrative reviewer, Director, Vice Chair and/or Chair.

Possible IRB-HSR Actions/Outcomes of Review:

The IRB-HSR may require any of the following as a result of the review of the unanticipated problem:

· No additional action required

· IRB must report this event to OHRP, institutional officials, and funding sources (if DHHS)

· Require study team  to report this event to the sponsor
· Require study team to report this event to the FDA.
· Require modification to the protocol/consent 

· Request further information 
· Request PAM review.

· Request additional study team training

· Increase the frequency of continuing review

· Other actions deemed appropriated

· Require Full Board Review

Full Board Review Outcome(s)

1. The IRB-HSR full board may take the following actions in regard to the outcome of the review.  The full board decision will be noted in the meeting minutes:
a) Accept the investigator’s report and proposal for correction (if applicable)-no further action taken.

b) Request additional information pending final action
c) Require modification to the research protocol and/or informed consent document.
d) If the IRB-HSR determines that the protocol violation rises to the level of serious and/or continuing non-compliance, the noncompliance will be reported to federal agencies as noted above.  
e) Other actions as deemed appropriate by the board.
2. If the PI has concerns regarding the IRB-HSR decision, s/he may submit his/her concerns to the IRB-HSR in a written document that includes justification for changing the IRB-HSR decision.  The written documentation from the PI will be entered into the IRB-HSR database as a “Receipt”.  The documentation will be reported to the Chair who, at his/her discretion will determine if further action is appropriate.  The PI will receive notification from the IRB-HSR regarding the final action.    

DOCUMENTATION OF IRB-HSR’S REVIEW OF AN UNANTICIPATED PROBLEM

The administrative staff will document review of the report by signing and dating the report.

Reports of unanticipated events may be shared with the IRB-HSR Director, Chair and Vice-Chair depending on the nature of the problem reported and at the discretion of the administrative reviewer. All reviewers will document the review of the Unanticipated Problem by signing and dating the report.

If the unanticipated problem is the result of a Data Breach, consultation may take place with the Health System Compliance Office, the UVa Office of the Chief Information Officer and or General Counsel.  
REQUIREMENTS FOR IRB-HSR TO REPORT UNANTICIPATED PROBLEMS 

The IRB-HSR is required to report all internal unanticipated problems, to the IRB-HSR Chair, Vice Chair, appropriate Deans, and OHRP within 1 week of receiving knowledge of the event.  These procedures are outlined in IRB-HSR AG 2-7.  
Note the IRB –HSR is not responsible for reporting external unanticipated problems outside of our institution.
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APPENDIX A
Non-UVA/ Batch AE Submission Form
APPENDIX B
Unanticipated Problem Report
Appendix C
E-mail Notification of Late AE Report to IRB-HSR

The following e-mail should be sent to the study team (Principal Investigator, Study Coordinator 1 and 2, and Department Contact if the AE is received by IRB-HSR greater than 7-days after the study team had knowledge of the event.

Dear Study Team,

The IRB-HSR received AE report # (INSERT #) of (INSERT AE NAME OR DESCRIPTION) for this study on (INSERT DATE RECEIVED BY IRB-HSR).  The AE Form indicates that the PI/Study team had knowledge of the event on (INSERT DATE).  There is a greater than 7-day lapse between when the PI/ study team had knowledge of the event and when the AE was reported.

As a reminder the IRB requires that:

· All Serious and Unexpected events occurring at UVa are to be submitted (both ONLINE and hardcopy submission) to the IRB-HSR within 7 days of event onset or from when the PI/study team receives knowledge of the event.

· All Serious and Unexpected events occurring at another site are to be submitted ONLINE within 15 days of receipt (no hardcopy required).  Alternatively submission may be performed using the Non-UVa/Batch AE Submission Form.   

Please provide a reason for the AE reporting delay for our records by responding to this e-mail within 2 weeks.    

Regards,

INSERT NAME

INSERT TITLE

IRB for Health Sciences Research

INSERT TELEPHONE NUMBER

INSERT E-MAIL ADDRESS

Version Date 4-30-08

Appendix D
(Date)

(Principal Investigator Name)

Box  

Re: IRB-HSR # ____(Title of Study)  

Dear (insert)

The IRB-HSR has received (insert number) Adverse Event reports that have been reported late according to your protocol.
As a reminder your protocol indicates that you will report to IRB-HSR the following Adverse Events and in the following timeframe:

   (Enter information from the DSMP). 

As an additional reminder, the IRB requires that:

· All Serious and Unexpected events occurring at UVa are to be submitted (both ONLINE and hardcopy submission) to the IRB-HSR within 7 days of event onset or from when the PI/study team receives knowledge of the event.

· All Serious and Unexpected events occurring at another site are to be submitted ONLINE within 15 days of receipt (no hardcopy required).  Alternatively submission may be performed using the Non-UVa/Batch AE Submission Form.   

IRB-HSR feels that mandatory re-training regarding adverse event collection, and reporting is necessary for the study team in order to prevent future regulatory breeches.  The PI and all study coordinators involved in this study must be re-trained.  Please contact the IRB-HSR office at 434-243-9847 to arrange a training session. 

Failure to follow these instructions will result in recommendation for full post-approval monitoring review of your studies by the IRB-HSR.   

Sincerely,

(Insert name of IRB Chair)
Chair
IRB for Health Sciences Research

cc:


(Insert name and address of PI’s supervisor [e.g. person who signed Investigator Agreement])

Study Coordinator (insert name)

IRB Coordinator (insert name)

Insert Name., Associate Dean for Research, Box 800419


Insert Name, Associate Dean for Clinical Research, School of Medicine, Box 800386

Insert Name, MD,  Dean of the School of Medicine, Box 800793

If PI from School of Nursing send copies to:

Insert Name, Ph.D., Dean, School of Nursing, Box 800782

If PI from School other than Medicine or Nursing send copies to:


Dean of School of appropriate school

Version Date 12-10-08
