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OBJECTIVE:

To provide guidance for reviewing a protocol violation and enrollment exceptions.  
PROCEDURE:

Submission of Major Protocol Violations and Enrollment Exceptions

Definitions and Examples/ Investigator Responsibilities



IRB-HSR Board and Staff Responsibilities

Review of Submissions

1. IRB-HSR staff will stamp the front page of the form with a Receipt of Acknowledgement stamp, and write in the date received and sign. A "Receipt of Protocol Violation" event will be entered into IRB Online for each form received.  The Receipt event should be added onto the next available agenda.  A brief description of the protocol violation or a statement that the receipt was for a sponsor approved enrollment exception should be noted in the comment field. 
2. IRB-HSR staff will screen the IRB-HSR Protocol Violation Reporting Form for completeness and accuracy.   If the submission is incomplete, the IRB-HSR staff will request additional information from the PI.

3. The IRB-HSR chair in consultation with staff will determine whether or not the violation requires any additional action such as modification to the protocol, consent or additional reporting to the full board, Office of the VP for Research, OHRP or other federal agencies.  The chair may also consult with IRB Members or consultants to make this determination. 
Full Board Notification

1. The receipt of all protocol violations will be included on the agenda as a notification.
Full Board Review
1.   If the IRB-HSR chair is not able to make a determination, the Full IRB Board may be asked to review the protocol violation and make determinations of further actions. 
2.   If it is determined the report needs to go to the full board the following steps will be taken: 
1. The IRB-HSR staff will status the Receipt of Protocol Violation to Full Board review and assign the event to an agenda and select a meeting date for the review. 

2. Members are sent a copy of the IRB-HSR Protocol Violation Reporting Form in the agenda packets.  The original Protocol Violation Reporting Form will be returned to the PI with documentation of further action. 
Outcome(s) of IRB Review (by chair or full board) 
1.    The following actions in regard to the outcome of the review  
a) Accept the investigator’s report and proposal for correction (if applicable)-no further action taken.

b) Request additional information pending final action
c) Request a PAM review
d) Request additional study team training
e) Require modification to the research protocol and/or informed consent document.
f) If  the protocol violation rises to the level of serious and/or continuing non-compliance, the violation will be reported to appropriate federal agencies. ( see AG 2-7)
g)  If it is determined that the protocol violation meets the criteria of an Unanticipated Problem, the Unanticipated problem will be reported to appropriate federal agencies, institutional officials, and funding sources (if DHHS). ( see AG 2-7)
h) Increase the frequency of continuing review

i) Other actions as deemed appropriate by the board.
2. When the review of the protocol violation is complete, a copy of the stamped and signed full form with any additional IRB documentation is sent to the study team.  The Original is filed in the IRB files for the specific protocol. 

3. If reviewed by the full board- the review of the board is documented in a follow-up event of Receipt and should include the date of the meeting, any decisions by the board and the vote count. The decision of the board will also be documented in the meeting minutes and in a letter to the PI. 

4. 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 in 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:

1. Major protocol violations and all enrollment exceptions will be reported using the “Protocol Violation and Exceptions Reporting Form”  
2. The PI will receive a copy of the Protocol Violation form along with the IRB-HSR’s actions noted and a copy of the form will be filed in the IRB-HSR file.  Any additional documentation such as letters to the PI or federal agencies will be filed with the IRB protocol file.   
REFERENCES:

45CFR46 DHHS Protection of Human Subjects

21CFR 50: Protection of Human Subjects

Adverse Event/Unanticipated Problem Reporting and Review: AG# 4-01. 

Notification of Federal Regulatory Agencies AG: #2-7.  
Modifications: AG: #3-4.  

