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OBJECTIVE:

To describe the circumstances when the IRB should notify a federal regulatory agency, institutional officials and/or funding agencies.
GENERAL DESCRIPTION:

Federal regulations require that an IRB have written procedures to ensure prompt reporting to appropriate institutional officials, the Food and Drug Administration and federal department or agency heads of (i) any unanticipated problems involving risks to subjects or others  (ii) any serious or continuing non-compliance with those regulations or the requirements or determinations of the IRB and (iii) any suspension or termination of IRB approval. This guideline outlines the process the IRB will follow in making these reports.

PROCEDURE:

The following events require reporting outside of the IRB:

1. Adverse events that result in harm or death that are definitely caused by study participation:

The IRB must report any event resulting in harm or death to the subject that was definitely caused by study participation to:  
· OHRP (OHRP Guidance dated 01-15-07)

· Institutional Officials(OHRP Guidance dated 01-15-07)

· Funding Agencies (if DHHS) (OHRP Guidance dated 01-15-07)

· FDA IF the study involves a drug or device (approved or unapproved)(21CFR56.108(b)
2. Adverse Event Trends in Carilion Clinic investigator-initiated studies that result in substantive changes to the risk section of the protocol or consent. 
AE trends occurring in Carilion Clnic investigator- initiated studies that result in substantive changes to the risk section of the protocol or consent are considered Unanticipated Problems. Please follow the reporting guidelines in the Unanticipated Problem section of this document.
3. Unanticipated Problems:

For any event meeting of the definition of an unanticipated problem, the IRB is required to report to:

• OHRP (OHRP Guidance dated 01-15-07)

• Institutional Officials(OHRP Guidance dated 01-15-07)

• Funding Agencies (if DHHS) (OHRP Guidance dated 01-15-07)

• FDA IF the study involves a drug or device (approved or unapproved) (21CFR56.108(b)

For definitions and help determining if an Unanticipated Problem has occurred, please refer to SOG 2-9.
4. Suspensions or terminations of approval:

Per regulations at 45 CRF 46.113 the IRB has the authority to suspend or terminate approval of research that is not being conducted in accordance with the IRB’s requirements or that has been associated with unexpected serious harm to subjects. Any time the IRB exercises its authority to suspend or terminate approval, the event must be reported to:

• OHRP (OHRP Guidance dated 01-15-07)

• Institutional Officials(OHRP Guidance dated 01-15-07)

• Funding Agencies (if DHHS) (OHRP Guidance dated 01-15-07)

• FDA IF the study involves a drug or device (approved or unapproved)(21CFR56.108(b)
Note: For studies where the investigator does not submit the appropriate continuation paperwork and approval expires, reporting to OHRP, and FDA are not required. A letter will be sent to the PI and appropriate institutional officials notifying them of temporary suspension of research activities. See SOG 2.7. 
5. Serious and/or Continuing Noncompliance

Per regulations outline at 21 CFR 56.108(b) the IRB is required to report issues of serious

and/or continuing noncompliance to the FDA if the study involves a drug or device

(approved or not approved). Per regulations outlined at 45 CFR 46.103(5) the IRB is required to report issues of serious and/or continuing noncompliance to OHRP, institutional officials and funding source(if DHHS).
Noncompliance is a failure to follow Federal or state regulations, or IRB policies or guidelines or the requirements of the protocol or determinations of the IRB.

Examples of non-compliance may include but are not limited to:

• Failure to obtain informed consent when required;

• Failure to file adverse event reports;

• Coercion or undue influence of human subjects;

• Performance of an unapproved procedure that does not increase the risk to the subject;

• Any other failure to adhere to regulations, policies, procedures or special conditions related to research where no additional risk is experienced.
Serious Noncompliance is noncompliance that adversely affects the rights and welfare of

participants or places participants at increased risk of harm. This may be intentional or

accidental on the part of the investigator.

Examples of serious noncompliance may include but are not limited to:

• Failure to obtain/maintain approval for research;

• Procedures conducted off protocol that created increased risk to subjects or submission of falsified data;
• The performance of non-exempt human subject research without obtaining IRB approval;
• Failure to obtain IRB approval of substantial modifications implemented to an IRB-approved research study;
• Failure to systematically obtain the required informed consent of research participants;
• Performance of research at an unapproved site.
If the IRB receives an allegation of serious noncompliance, an audit should be conducted. Follow procedures outlined in SOG 6.6.
Continuing Noncompliance is a pattern of noncompliance that indicates an unwillingness

to comply or a lack of knowledge that may lead to an adverse effect on the rights and

welfare of participants or may place participants at an increased risk of harm.

Examples of continuing non-compliance include but are not limited to:

• Repeated instances of allowing a study to expire before it is re-approved;

• Repeated failure to respond to IRB inquiries or requests for documentation;

• Repeated failure to respond to and resolve any study contingencies;

• Repeated instances of failures to respond to IRB-HSR inquiries and contingencies.

• Reoccurring serious deficiencies after the principal investigator and/or key personnel have received training from research educators;
• Serious noncompliance issues are being reported from different sources regarding the performance of a single investigator.

•If a Principal Investigator does not submit a Continuing Review form on time and does not comply with the requirements of the IRB regarding the status of the study.
• Failure to respond and/or comply with audit recommendations
IF the IRB receives an allegation of continuing noncompliance, an audit should be conducted  Follow procedures outlined in SOG 6.6.
6. How to report Unanticipated Problems, and Serious or Continuing Noncompliance 
If unanticipated problems, serious noncompliance or continuing noncompliance occur, a letter reporting the them should be drafted from the IRB chair/vice-chair or human protections administrator. IF the event resulted in harm or death and was definitely caused by study participation, then the letter should be sent as soon as possible. All other unanticipated problems and issues of serious or continuing noncompliance should be reported within one month of the IRB’s discovery of the issue.
The reporting letter should detail the circumstances surrounding the event, any IRB actions, any study team actions, any corrective actions and any plans to prevent reoccurrence of the issue. 
7. Research (Scientific) Misconduct:

The definition of research misconduct is the fabrication, falsification, or plagiarism in proposing, performing, or reviewing research, or in reporting research results. Misconduct does not include honest error or honest differences in interpretations or judgments of data. If research (scientific) misconduct is reported to or suspected, the IRB staff or person making the report to the IRB should be advised to follow procedures outlined in the Carilion Medical Center Policy on Research Misconduct Policy. This policy is posted on the IRB web page as well as the Carilion Intranet Home Page under the policies tab. 
REFERENCES:

21CFR56.108

21CFR56.113

45CFR46

IRB SOG # 2.7
IRB SOG # 2.9
IRB SOG # 6.6

OHRP Guidance Document for Unanticipated Problems 01-15-07

http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm 
6.6: Page 1 of 3

