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OBJECTIVE:

To describe the times when a federal regulatory agency, institutional officials and funding agencies should be notified.

PROCEDURE: 
A.  The following events require reporting outside of the IRB-HSR:

1.  Unanticipated Problems  

For any event meeting the definition of an unanticipated problem IRB-HSR is required to report to:
· OHRP, institutional officials, and if DHHS funded the funding agencies: 45CFR46.103 (b)(5)  

· FDA if the study involves a drug or device (approved or unapproved):  21CFR56.108(b)
· DOD ( Department of Defense) if the study is funded by the DOD: 32CFR219.103(b)(5)
If a Data Breach meets the criteria of an unanticipated problem the IRB-HSR will notify OHPR, FDA and DOD as applicable.  In addition, if applicable, notification to DHHS will be handled via the UVa Health System Compliance Office or the UVa Office of the Chief Information Officer. 
Two common examples of an unanticipated problem are:

· 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.   

· AE Trends in UVA investigator initiated studies that result in substantive changes to the risk section of the protocol or consent 

· AE trends occurring in UVA 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. 

· For definitions and help determining if an Unanticipated Problem has occurred, please refer to AG 4-1. 

· If the adverse event occurred in a gene transfer protocol and was considered by the PI to meet the definition of an Unanticipated Problem, then it should also be submitted.

2.  Suspensions or terminations of approval
Per federal regulations the IRB-HSR 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, institutional officials, and if DHHS funded the funding agencies :45CFR46.103 (b)(5)  

· FDA if the study involves a drug or device (approved or unapproved):  21CFR56.108(b)
· DOD ( Department of Defense) if the study is funded by the DOD:  32CFR219.113
Note:  For studies where the investigator does not submit the appropriate continuation paperwork and approval expires, reporting to OHRP, and FDA are not required.  There is a letter that is sent to the PI and some institutional officials as outlined in the Continuation AG 3-5. 
3. Serious and/or Continuing Noncompliance

Per federal regulations  the IRB-HSR has the responsibility to report serious or continuing noncompliance.  Any time the IRB becomes aware of serious or continuing noncompliance it should report to:
· OHRP and institutional officials and if DHHS funded- the funding agency   45 CFR 46.103(5) 
· FDA:  if the study involves a drug or device (approved or unapproved):   21 CFR 56.108(b) 
· DOD:  if funded by Department of Defense-  32CFR219.103(b)(5) 
Noncompliance is a failure to follow Federal or state regulations, or IRB SOPS 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-HSR approval

· failure to obtain IRB-HSR approval of substantial modifications implemented to a IRB-HSR 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, a PAM audit may be requested.  If requested follow procedures outlined in IRB-HSR AG 2-14
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 the Principal Investigator does not submit the Status Form on time and does not comply with the requirements of the closure letter (see AG 3-5)

· marginal or unacceptable Post-Approval Monitoring (PAM) score after previous Marginal or Unacceptable PAM has been given to the same PI in one or more studies and occurring after educational efforts have been exhausted.

· failure to respond and/or comply with PAM recommendations 

IF the IRB receives an allegation of continuing noncompliance, a PAM audit may be requested.  If requested follow procedures outlined in IRB-HSR AG 2-14

B.  How to Report Unanticipated Problems,  Suspensions/Terminations and Serious or Continuing Noncompliance 
If unanticipated problems other than a Data Breach, serious noncompliance or continuing noncompliance occur, a letter from the IRB chair/Vice-Chair will be sent to the PI.  If the event resulted in harm or death and was definitely caused by study participation, then the report 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.  If noncompliance is being reported, a request may be made in the letter asking OHRP what they feel would be appropriate corrective action(s). 

Reporting Letter Templates appended to this AG should be utilized to make sure that all required elements are present in the reports:
a. Suspension/Termination letter to PI (See Appendix A-PI Sample Letter Template)

b. OHRP (See Appendix B-OHRP Sample Letter Template)  Note:  Once hard copy letters are signed, OHRP prefers that the document be scanned as a PDF and  sent in email to this address:  IRPT.OS@hhs.gov.  The Subject line of the email should include the FWA number, the IORG number and the IRB number.
c. FDA (if the study involves a drug or device)(See Appendix C – FDA Sample Letter Template) 
d. DOD ( if the study is funded by DOD) ( See Appendix D- DOD Sample Letter Template)
If a letter is sent to a federal agency the following steps should be taken:

1. Enter a receipt of the letter for the protocol in IRB Online. 

2. Enter a comment in the main comment field of the protocol:  Letter sent to (insert name of federal agency).( Insert date letter sent )  If study  is closed do not send closed file off-site. 
3. If study is closed prior to response from agency, do not send file to off-site storage.  Put closed file in “ Special Circumstances File” .  Enter comment in main comment field of protocol noting where file is stored. 

4. Once final response is received from federal agency the file may be stored as usual.  Comment may be removed from main comment field of protocol.   

C.  Research (Scientific) Misconduct
The definition of Scientific Misconduct is the fabrication, falsification, plagiarism or other practices that seriously deviate from those that are commonly accepted within the academic community for proposing, performing, or reviewing research, or reporting research results. Misconduct does not include honest error or honest differences in interpretations or judgments of data.

Examples of Research (Scientific) Misconduct include but are not limited to:
· plagiarism, such as misrepresentation of authorship and/or misappropriation of data;

· fabrication and/or falsification of data;
· fraud
· other serious deviations from accepted scientific practices, such as obstruction of another’s research;; and/or willful deception or omission.
If Research (Scientific) Misconduct is reported to or suspected, the IRB-HSR staff or person making the report to the IRB should be advised to follow procedures outlined in the Research Misconduct Policy, VPR, RES-004, 
https://etg07.itc.virginia.edu/policy/policydisplay?id=RES-004
If funded by the DOD, any research misconduct must be reported to the DOD Director :  Defense Research and Engineering ( DOD Directive 3216.02) 

DOCUMENTATION:

A copy of all correspondence must be kept on file in the IRB-HSR office
REFERENCES:

21CFR56.108

21CFR56.113

45CFR46

32CFR219

DOD Directive 3216.02

IRB-HSR AG # 3-5

IRB-HSR AG # 4-1

OHRP Guidance Document for Unanticipated Problems 01-15-07 http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm
Appendix A –PI Sample Letter Template 
Date
INSERT PI NAME.

INSERT POSITION

INSERT DIVISION 

University of Virginia

INSERT MESSENGER MAIL BOX NUMBER

Charlottesville, VA 22908-0716
Dear .INSERT NAME,

This letter is to inform you  that the IRB-HSR has received information about (INSERT) related to the following studies:  
· IRB-HSR #(INSERT) (INSERT TITLE) 

· IRB-HSR #(INSERT) (INSERT TITLE) 

· IRB-HSR #(INSERT) (INSERT TITLE) 

Effective immediately, the IRB-HSR (insert IRB-HSR action) OR if a suspension state “Per regulations at 45 CRF 46.113 the IRB-HSR 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.  These actions are taken at this time because it has been deemed necessary to protect human subjects 
Please notify the sponsors of these studies to let them know about these actions and provide documentation of this communication to the IRB-HSR.


INSERT ANY OTHER ACTIONS/SUDITS ETC THAT WILL BE REQUESTED. 

Please contact our office to arrange an opportunity for you to discuss the issues noted above, or if you prefer you are invited to respond via letter. 
Finally, the IRB is required by federal regulations at (insert regulation from below*) to notify (insert from list below*) (whenever (insert for example: studies are closed to enrollment under circumstances such as these.)  You will receive a copy of that notification.

*Unanticipated Problems:  

· OHRP, institutional officials, and if DHHS funded the funding agencies :45CFR46.103 (b)(5)  
· FDA if the study involves a drug or device (approved or unapproved):  21CFR56.108(b)
· DOD ( Department of Defense) if the study is funded by the DOD: 32CFR219.103(b)(5)
*Suspensions or terminations of approval:

· OHRP, institutional officials, and if DHHS funded the funding agencies : OHRP: 45CFR46.113
· FDA if the study involves a drug or device (approved or unapproved)(21CFR56.108(b)
· DOD ( Department of Defense) if the study is funded by the DOD:  32CFR219.113
*Serious and/or Continuing Noncompliance

· FDA - 21 CFR 56.108(b) 

· OHRP - 45 CFR 46.103(5)
· DOD:  if funded by Department of Defense-  32CFR219.103(b)(5) 
Sincerely,

[insert name]  
IRB-HSR Chair

Cc:
IRB Files
Study coordinators 

IRB Coordinators (if applicable)

Investigational Pharmacist (If a drug is involved)

IF Cancer Center:  [insert name]  ., Professor & Division Chief, Hem/Onc., Box 800716


  [insert name]  , Department of Medicine, Hematology and Oncology
 Box 800716
  [insert name]  ., Associate Professor, PRC Chair, Box 800383 (If study is a PRC study)
  [insert name]   ,Cancer Center DSMC, Box 800334  (if study is monitored by the Cancer 
  Center DSMC)

IF GCRC:  [insert name]  , Assoc Chair for Research and Dir Of Diabetes Center, Program Director, GCRC, Box  801410
Department Chief
[insert name]  , Associate Dean for Clinical Research, School of Medicine, Box 800386 (IF SOM)

[insert name]  , Dean, School of Medicine, Box 800793 (If School of Medicine) 
Or

[insert name]     Dean, School of Nursing (if School of Nursing)
OR

Appropriate Dean

[insert name]  , Director, Department of Risk Management, Box 800503 (if Health System)

or
Appropriate risk manager
[insert name]  ., Associate VP for Research , Box 400301
[insert name]  , VP for Research , Box 800386

[insert name]   OSP, Carruthers Hall, Box 400195(If there is an outside sponsor)
Sponsor ( if suspension/termination
If DHHS funded- send copy of letter to DHHS Grant Manager and Program Officer

Appendix B:  OHRP Sample Letter Template 








Date

OHRP

IRPT.OS@hhs.gov
With this letter, I report (an unanticipated Problem) (a suspension or termination of approval)(serious and /or continuing non-compliance  ) at the University of Virginia and the steps that have been take to prevent reoccurrence. This report is made to fulfill requirements outlined in (site appropriate federal code*)
On DATE, the IRB-HSR was made aware of the (event) (compliance deficiencies) occurring in a protocol entitled (insert title) (IRB-HSR #insert ) (IND/IDE # insert). This study is sponsored by (insert). The Principal Investigator of this protocol is insert.  The Grant numbers for this protocol are insert.

The event occurred in subject # (insert) on (dated).  (Insert description of the event)

Or 

Compliance deficiencies involving the above protocol were discovered during a Post-Approval Monitoring audit, which was completed on INSERT DATE.  The deficiencies include:

· Insert

· Insert

In response to the serious unexpected, related event or audit findings or INSERT IF COMPLIANCE ISSUES, the IRB-HSR has suspended (enrollment) (and treatment) of all subjects enrolled in the above protocol.  The Principal Investigator, (insert) has been provided a list of corrective actions, INSERT IF COMPLIANCE ISSUES: one of which stipulates completion of an educational program provided by the UVA School of Medicine Clinical Trials Office.) 

The study may only be re-opened to treatment and enrollment when all corrective actions requested for this protocol are completed.  

* Unanticipated Problems:  
· OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events (1-15-07)
· OHRP: 45CFR46.103 (b)(5)  
*Suspensions or terminations of approval:

· OHRP: 45CFR46.113
*Serious and/or Continuing Noncompliance

· OHRP - 45 CFR 46.103(5)

Sincerely,

[insert name]  
Chair

Institutional Review Board for Health Sciences Research
Cc:
IRB Files
PI

Study coordinators 

IRB Coordinators (if applicable)

Investigational Pharmacist (If a drug is involved)

IF Cancer Center:  [insert name]  , Division Chief, Hem/Onc., Box 800716
   [insert name]  , Department of Medicine, Hematology and Oncology
 Box 800716

   [insert name]  .,, PRC Chair, Box 800383 (If study is a PRC study)

  [insert name]   ,Cancer Center DSMC, Box 800334  (if study is monitored by the Cancer 

  Center DSMC)

IF GCRC:  [insert name]  ., Assoc Chair for Research and Dir Of Diabetes Center, Program Director, GCRC, Box  801410
Department Chair

[insert name]  , Associate Dean for Clinical Research, School of Medicine, Box 800386 (IF SOM)

[insert name]  , Dean, School of Medicine, Box 800793 (IF School of Medicine)

Or

[insert name]  .   Dean, School of Nursing (if School of Nursing

OR

Appropriate Dean

[insert name]  , Director, Department of Risk Management, Box 800503 (if Health System)

or
Appropriate risk manager

[insert name]  ., Associate VP for Research, Box 400301
[insert name]  , VP for Research, Box 800386

[insert name]  , OSP, Carruthers Hall, Box 400195(If there is an outside sponsor)

Sponsor (if suspension or termination)
If DHHS funded- send copy of letter to DHHS Grant Manager and Program Officer

Appendix C:  FDA Sample Letter Template 









Date
Food and Drug Administration (FDA)

Division of Scientific Investigations (HFD-45)
Office of Medical Policy
Center for Drug Evaluation and Research
7520 Standish Place 
Rockville, MD 20855

Phone: 301-594-0020
Fax: 301-594-1204
With this letter, I report (Choose one of the following)   (an unanticipated Problem) (a suspension or termination of approval)(serious and /or continuing non-compliance  )  at the University of Virginia and the steps that have been take to prevent reoccurrence. The report is made to fulfill requirements outlined in (insert appropriate federal code*)
On DATE, the IRB-HSR was made aware of the (event) (compliance deficiencies) occurring in a protocol entitled (INSERT) (IRB-HSR #INSERT) (IND/IDE # INSERT).  This study is sponsored by (insert).
The event occurred in subject # (insert) on (dated).  (insert description of the event)

Or 

Compliance deficiencies involving the above protocol were discovered during a Post-Approval Monitoring audit, which was completed on INSERT DATE.  The deficiencies include:

· Insert

· Insert

In response (choose one: to the serious unexpected, related event or audit findings or Insert, the IRB-HSR has suspended (enrollment) (and treatment) of all subjects enrolled in the above protocol.  The Principal Investigator, (insert name ) has been provided a list of corrective actions, (insert if compliance issues: one of which stipulates completion of an educational program provided by the UVA School of Medicine Clinical Trials Office.) 

The study may only be re-opened to treatment and enrollment when all corrective actions requested for this protocol are completed.  

* Unanticipated Problems:  

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

*Suspensions or terminations of approval:

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

*Serious and/or Continuing Noncompliance

· FDA - 21 CFR 56.108(b) 

Sincerely,

[insert name]  
Chair

Institutional Review Board for Health Sciences Research
Cc:
IRB Files

PI
Study coordinators 

IRB Coordinators (if applicable)

Investigational Pharmacist (If a drug is involved)

IF Cancer Center:  [insert name]   Division Chief, Hem/Onc., Box 800716

   [insert name]   Department of Medicine, Hematology and Oncology
  [insert name]  , PRC Chair, Box 800383 (If study is a PRC study)

  [insert name]   ,Cancer Center DSMC, Box 800334  (if study is monitored by the Cancer 

  Center DSMC)

IF GCRC:  [insert name]  , Assoc Chair for Research and Dir Of Diabetes Center, Program Director, GCRC, Box  801410
Department Chief
[insert name]  , Associate Dean for Clinical Research, School of Medicine, Box 800386 (IF SOM)

[insert name]  , Dean, School of Medicine, Box 800793 (IF School of Medicine)

Or

[insert name]  .   Dean, School of Nursing (if School of Nursing

OR

Appropriate Dean

[insert name]  , Director, Department of Risk Management, Box 800503 (if Health System)

Or
Appropriate risk manager

[insert name]  ., Associate VP for Research , Box 400301
[insert name]  , VP for Research, Box 800386

[insert name]  , OSP, Carruthers Hall, Box 400195(If there is an outside sponsor)

Sponsor (If suspension or termination)
If DHHS funded- send copy of letter to DHHS Grant Manager and Program Officer
Appendix D:  DOD Sample Letter Template 









Date

 Insert name , address of DoD sponsor ( obtain this info from contract)

May contact Office of the Secretary of Defense at 703-588-7402 if questions

With this letter, I report (Choose one of the following)   (an unanticipated problem) (a suspension or termination of approval)(serious and /or continuing non-compliance  )  at the University of Virginia and the steps that have been take to prevent reoccurrence. The report is made to fulfill requirements outlined in (insert appropriate federal code*)
On DATE, the IRB-HSR was made aware of the (event) (compliance deficiencies) occurring in a protocol entitled (INSERT) (IRB-HSR #INSERT) (IND/IDE # INSERT).  This study is sponsored by (insert).

The event occurred in subject # (insert) on (dated).  (insert description of the event)

Or 

Compliance deficiencies involving the above protocol were discovered during a Post-Approval Monitoring audit, which was completed on INSERT DATE.  The deficiencies include:

· Insert

· Insert

In response (choose one: to the serious unexpected, related event or audit findings or Insert, the IRB-HSR has suspended (enrollment) (and treatment) of all subjects enrolled in the above protocol.  The Principal Investigator, (insert name ) has been provided a list of corrective actions, (insert if compliance issues: one of which stipulates completion of an educational program provided by the UVA School of Medicine Clinical Trials Office.) 

The study may only be re-opened to treatment and enrollment when all corrective actions requested for this protocol are completed.  

* Unanticipated Problems:  

· DOD : 32CFR219.103(b)(5)
*Suspensions or terminations of approval:

· DOD:  32CFR219.113
*Serious and/or Continuing Noncompliance
· DOD:   32CFR219.103(b)(5) 
Sincerely,

[insert name]  

Chair

Institutional Review Board for Health Sciences Research

Cc:
IRB Files

PI
Study coordinators 

IRB Coordinators (if applicable)

Investigational Pharmacist (If a drug is involved)

IF Cancer Center:  [insert name]   Division Chief, Hem/Onc., Box 800716

   [insert name]   Department of Medicine, Hematology and Oncology

  [insert name]  , PRC Chair, Box 800383 (If study is a PRC study)

  [insert name]   ,Cancer Center DSMC, Box 800334  (if study is monitored by the Cancer 

  Center DSMC)

IF GCRC:  [insert name]  , Assoc Chair for Research and Dir Of Diabetes Center, Program Director, GCRC, Box  801410
Department Chief

[insert name]  , Associate Dean for Clinical Research, School of Medicine, Box 800386 (IF SOM)

[insert name]  , Dean, School of Medicine, Box 800793 (IF School of Medicine)

Or

[insert name]  .   Dean, School of Nursing (if School of Nursing

OR

Appropriate Dean

[insert name]  , Director, Department of Risk Management, Box 800503 (if Health System)

Or
Appropriate risk manager

[insert name]  ., Associate VP for Research , Box 400301
[insert name]  , VP for Research, Box 800386

[insert name]  , OSP, Carruthers Hall, Box 400195(If there is an outside sponsor)

Sponsor (If suspension or termination)
If DHHS funded- send copy of letter to DHHS Grant Manager and Program Officer


