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	EVENT DETERMINED TO BE AN UNANTICIPATED PROBLEM



Unanticipated Problem (UP) Report Form Cover Page
IMPORTANT, PLEASE READ!

Before completing the UP report form, please read the cover pages in their entirety.  

The cover pages are designed to provide information regarding RCRC IRB’s policy on reporting of UPs and submission of other events which do not require reporting to RCRC IRB.  

In accordance with 21 CFR 56.108(b)(1), 45 CFR 46.103(b)(5)(i), 21 CFR 312.66, 21 CFR 812.150(a)(1) and ICH 3.3.8, RCRC IRB requires reporting of a UP within 10 business days of discovery by the Investigator or Sponsor Representative reporting the event. 

RCRC IRB defines a UP as any incident, experience, or outcome that is (1) unexpected, (2) related or possibly related to the research, AND (3) suggests that the research places participants or others at a greater risk of harm than was previously known or recognized.

UPs may be adverse events or other types of problems.
If submitting a UP on Form 300, the Investigator/Sponsor Representative will be asked to provide an answer and a rationale for each of the following determinations before signing the form:

(1) Is the event unexpected?

For events that are adverse events:

· Unexpected - the nature, severity, or frequency of the event is not consistent with either the known or foreseeable risks associated with the research that are described in the protocol-related documents (protocol, ICD, product labeling, IB)  

OR

· Unexpected - the event is not consistent with the expected natural progression of any underlying disease, disorder, or condition of the participant(s) experiencing the event and the participant’s predisposing risk factor for the event

For events that are not adverse events (other incidents, experiences or outcomes):

(     Unexpected - the incident, experience or outcome was not expected to occur
AND

(2) Is the event related?

An event is related or possibly related to the research if the event was more likely related to the research than not related to the research.
AND

(3) Does the event suggest a greater risk of harm (does not need to cause actual harm) or for other incidents, experiences, or outcomes, does the event adversely affect the integrity of study data?    
The event suggests that the research places participants or others at a greater risk of harm (physical, psychological, economic or social) than was previously known or recognized or for other incidents, experiences, or outcomes, adversely affects the integrity of the study data.

ALL 3 CRITERIA ABOVE MUST BE MET. IF “NO” TO ANY OF THE ABOVE,
THE EVENT IS NOT REPORTABLE.
Unanticipated Adverse Device Effects (UADE) by definition are unanticipated problems.  Report UADEs on Form 300.

If the event is clearly not related to the drug, device or research procedures, the event is not reportable. 

REPORTABLE EVENTS = Unexpected and a problem for the study, and may potentially require a change in the research or other corrective action to protect the rights, safety, or welfare of research participants.
If submitting the information to satisfy site or sponsor requirements, submit utilizing Form 320 Non-Reportable Event Form (ex. minor protocol deviations, non-reportable IND Safety or MedWatch Reports.) 

Please use the Algorithm on the next page to assist with the determination of whether the event is in fact an unanticipated problem.  

Keep in mind that most adverse events are not UPs.  See illustration below.
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Under 45 CFR part 46: Do not report A, Do report (B+C)




NOTE:  For multi-site research, the sponsor is better positioned to process and analyze adverse event information for the entire study and to assess whether an AE occurrence is both unanticipated and a problem for the study. The Investigator may rely on the sponsor’s assessment and provide the IRB a UP report prepared by the sponsor.  
Significant/Major Protocol Deviations -   an accidental or unintentional change from the IRB approved protocol that increases risk to one or more participants, adversely affects the rights, safety or welfare of one or more participants, or adversely affects the integrity of the study data.
Report Significant/Major Protocol Deviations on Form 300.  

Minor Protocol Deviations – deviations which do not meet the definition of Significant/Major. DO NOT REPORT!! 
If submitting minor deviations to satisfy site or sponsor requirements, submit utilizing Form 320 Non-Reportable Event Form.

Planned Protocol Deviations
FDA regulated research

In accordance with 21 CFR 56.108(a)(4), 21 CFR 312.66, 21 CFR 812.150(a)(4), and ICH 3.3.7 all changes in research activity which may affect the rights, safety or welfare of one or more participants or which may adversely affect the integrity of study data may not be initiated without IRB review and approval except where necessary to eliminate apparent immediate hazard. 

DHHS regulated research

In accordance with 45 CFR 46.103(b)(4)(iii), for federally funded research or research conducted under a FWA, all planned deviations must be submitted to the IRB for review and approval prior to implementation except where necessary to eliminate apparent immediate hazard.

A Planned Protocol Deviation is a prospective, intentional change to the IRB approved protocol which may affect the rights, safety or welfare of one or more participants or which may adversely affect the integrity of study data.  For example, PI request to enroll outside of the inclusion/exclusion criteria. 

Sponsor approval must accompany this type of request.

Use Form 220 Modifications to Approved Research, to request IRB approval of Planned Protocol Deviations.

RCRC IRB’s Algorithm for determining whether an event* represents an unanticipated problem that needs to be reported.
*Event = adverse event, or other incident, experience, or outcome

For events to be reported, they should be unexpected and a problem for the study and may potentially require a change in the research or other corrective action to protect the rights, safety or welfare of research participants. 

(Modified from Algorithm in OHRP Guidance Document dated January 15, 2007)
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Sponsor:       




Protocol:       
	RCRC defines an unanticipated problem (UP) as any incident, experience, or outcome that is (1) unexpected, (2) related or possibly related to the research, AND (3) suggests that the research places participants or others at a greater risk of harm than was previously known or recognized.

Unanticipated problems may be adverse events OR other types of problems.
Reporting of UPs should occur regardless of whether the event is discovered during OR after study completion or after participant withdrawal or completion of the research.

RCRC requires one form for each event to be submitted.

For events to be REPORTABLE as a UP to RCRC IRB, they must be unexpected and a problem for the study, and may potentially require a change in the research [protocol, IC process or IC document] or other corrective action to protect the rights, safety or welfare of the research participants.
If the incident, experience, or outcome being reported does not meet the requirements for reporting, DO NOT REPORT.  If submitting the information to satisfy site or sponsor requirements, submit utilizing Form 320 Non-Reportable Event Form (ex. minor protocol deviations, non-reportable IND Safety or MedWatch Reports). 
Please request IRB approval for all Planned Protocol Deviations on Form 220 Modifications to Approved Research.


A. REPORT INFORMATION:
Reporting Individual:


 FORMCHECKBOX 
  Principal Investigator:       

 FORMCHECKBOX 
  Sponsor Representative (reporting on behalf of all Investigators):       
Report Type:   FORMCHECKBOX 
  Initial

 FORMCHECKBOX 
  Follow-up #       
Date this event occurred:       
Date that the PI or Sponsor discovered the event:       
If being reported by the Investigator, did this event occur at your site?   FORMCHECKBOX 
  Yes    FORMCHECKBOX 
  No
Is this event being reported to RCRC within 10 business days of discovery?    FORMCHECKBOX 
  Yes    FORMCHECKBOX 
  No

If no, provide an explanation as to why this event was not reported within the required time frame and corrective action plan for future reports.       
Sponsor:  REF sponsor 




Protocol:  Ref protocol
B. INVESTIGATOR/SPONSOR ASSESSMENT OF THE EVENT:  
Responses are required.  If “No” to any of the below questions, the event is not reportable under RCRC IRB Policy and should not be submitted.
1.
Is the event unexpected? –    FORMCHECKBOX 
  Yes (define below)  
  FORMCHECKBOX 
  No – DO NOT REPORT 
For events that are adverse events:

 FORMCHECKBOX 
  Unexpected - the nature, severity, or frequency of the event is not consistent with either the known or foreseeable risks associated with the research that are described in the protocol-related documents (protocol, ICD, product labeling, IB)  

OR

 FORMCHECKBOX 
  Unexpected - the event is not consistent with the expected natural progression of any underlying disease, disorder, or condition of the participant(s) experiencing the event and the participant’s predisposing risk factor for the event

For events that are not adverse events (other incidents, experiences or outcomes):
 FORMCHECKBOX 
  Unexpected - the incident, experience or outcome was not expected to occur
2.
Is the event related? –  
 FORMCHECKBOX 
  Yes

 FORMCHECKBOX 
  No – DO NOT REPORT
An event is related or possibly related to the research if the event was more likely related to the research than not related to the research.

3.
Does the event suggest a greater risk of harm (does not need to cause actual harm) or does the event adversely affect the integrity of study data?      FORMCHECKBOX 
  Yes     FORMCHECKBOX 
  No – DO NOT REPORT
The event suggests that the research places participants or others at a greater risk of harm (physical, psychological, economic or social) than was previously known or recognized OR for other incidents, experiences, or outcomes which adversely affect the integrity of the study data.
IF “NO” TO ANY OF THE ABOVE, DO NOT CONTINUE.  THE EVENT IS NOT REPORTABLE.
C. EVENT TYPE (Please categorize the event and complete all corresponding questions):
 FORMCHECKBOX 
  Unanticipated Problem That Is an Adverse Event 
 FORMCHECKBOX 
  Internal adverse event – adverse event experienced by a participant enrolled at your site that is serious, unexpected, and related to the research
 FORMCHECKBOX 
  External adverse event – adverse event experienced by a participant enrolled by an investigator at another site (IND Safety, MedWatch, SUSAR and CIOMS reports), that you or the Sponsor have determined to be an unanticipated problem
Please complete the following questions (If the event is clearly not related to the drug, device, or research procedures, the event is not reportable):
1. Describe the circumstances of the adverse event, treatment and outcome in detail:       
Sponsor:  REF sponsor 




Protocol:  Ref protocol
2. Include pertinent participant history:       
3. Why do you consider the event to be “unexpected”?       
4. Why do you consider the event to be related?       
5. How does this event suggest that participants or others were placed at a greater risk of harm than was previously known or recognized?       
OR

 FORMCHECKBOX 
  Other Types of Unanticipated Problems – other unexpected incident, experience or outcome that is related to the research and that indicate participants or others might be at new or increased risk or adversely affect the integrity of the study data.

 FORMCHECKBOX 
  A complaint from a participant or others related to the participant’s rights, safety or welfare (includes reports of research-related injury) or integrity of the study, or a complaint which has not be resolved by the research staff.

 FORMCHECKBOX 
  A breach of confidentiality of the research participant’s data or privacy (loss of study records or unauthorized disclosure of participant health information).
 FORMCHECKBOX 
  Incarceration of a research participant when approval to enroll prisoners was not initially granted by RCRC IRB.

 FORMCHECKBOX 
  Changes made to the research or protocol without prior IRB approval in order to eliminate apparent immediate harm. RCRC will review this information to determine whether the changes were consistent with ensuring the participants’ continued welfare.

 FORMCHECKBOX 
  Information that indicates a change to the risks or potential benefits of the research, such as:

· An interim analysis, multi-center trial reports or safety monitoring report indicating that the frequency or magnitude of harms or benefits might be different from those initially presented to RCRC.
· A publication in the literature showing the risks or potential benefits of the research might be different from those initially presented to RCRC.
· New information that may affect adversely the safety of participants or the conduct of the clinical trial.
 FORMCHECKBOX 
  A change in FDA labeling or withdrawal from marketing of a drug, device, or biologic.

 FORMCHECKBOX 
  Sponsor-imposed suspension or termination of the study for safety reasons (either site-specific or study-wide).

 FORMCHECKBOX 
  Any event that requires prompt reporting to the sponsor, such as:

· Adverse Sponsor audit results

· Issuance of FDA Form 483 or Warning Letter
· Suspension, stipulation, probation, or revocation related to the Investigator’s medical or professional license
 FORMCHECKBOX 
 Failure to securely control the test product (loss of study drug/device).

 FORMCHECKBOX 
 Any changes significantly affecting the conduct of the clinical trial or increasing the risk to participants.

 FORMCHECKBOX 
 Findings detected in the monitoring process when those findings could affect the safety of the participants or their willingness to continue participation, influence the conduct of the study or alter RCRC’s approval to continue the study.
Sponsor:  REF sponsor 




Protocol:  Ref protocol

 FORMCHECKBOX 
 A significant protocol deviation (meaning an accidental or unintentional change from the IRB approved protocol) that increases risk to one or more participants, adversely affects the rights, safety or welfare of one or more participants, or adversely affects the integrity of the study data (this list is not all-inclusive):

· Study procedures initiated prior to informed consent
· Discovery of enrollment of participants who did not meet inclusion/exclusion criteria

· Use of an expired consent document where the current consent document contains new information which may affect the participant’s willingness to continue in the research
· Failure to obtain signature or appropriate signatures on consent document
· Significant dosing error (participant received wrong treatment or incorrect dose)
· Omitting study procedure(s) required by the approved protocol that can affect the safety of participants
 FORMCHECKBOX 
 Other (please describe):       
Please complete the following questions:
1. Describe the event in detail:       
2. Why/How did the event occur?       
3. How does this event suggest that participants or others were placed at a greater risk of harm than was previously known or recognized?      
4. Does this event affect the integrity of the data?    FORMCHECKBOX 
  Yes    FORMCHECKBOX 
  No


If yes, describe.       
5. What actions have been taken to prevent recurrence?       
D. ACTION/PROPOSED CHANGES:
What actions should be taken or what changes do you propose to the research or research documents in order to protect the rights, welfare or safety of the research participants?       
Section I:


 FORMCHECKBOX 
  No changes are proposed (provide the rationale for why changes are not needed):       
 FORMCHECKBOX 
  Protocol Revision/Amendment 


 FORMCHECKBOX 
  Summary of changes attached


 FORMCHECKBOX 
  Version and date:       
 FORMCHECKBOX 
  Revised Investigator’s Brochure


 FORMCHECKBOX 
  Summary of changes attached


 FORMCHECKBOX 
  Version and date:       
 FORMCHECKBOX 
  Revised ICD (must be submitted in tracked or handwritten changes on the currently approved version of the ICD)

Sponsor:  REF sponsor 




Protocol:  Ref protocol
 FORMCHECKBOX 
  Temporary suspension of the research due to safety concerns:


Identify the suspension action:






 FORMCHECKBOX 
  No new enrollment of participants


 FORMCHECKBOX 
  Discontinue all research activities


 FORMCHECKBOX 
  Continue to see participants currently enrolled for the brief time required to establish a plan for suspension of research, due to an over-riding safety concern or ethical issue

 FORMCHECKBOX 
  No study procedures will be performed with the exception of safety procedures

Describe the plan for implementing the suspension:       
 FORMCHECKBOX 
  Other corrective action (describe):       


Section II:

 FORMCHECKBOX 
  If this submission is from an Investigator participating in multi-site research, attach sponsor approval for the proposed changes
INVESTIGATOR OR SPONSOR REPRESENTATIVE STATEMENT:

My signature below indicates that I have reviewed the information provided in this report and I have determined the event to be an unanticipated problem involving risks to participants or others.

Signature of Investigator or Project Manager (Multi-Site Study)




Date

i
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