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UNANTICIPATED PROBLEMS

St John Hospital and Medical Center (SJHMC)
INSTITUTIONAL REVIEW BOARD (IRB)
INSTRUCTIONS
	DIRECTIONS: Complete all questions and attach any reports or revised documents.  Investigators may contact IRB staff with any questions.  The responsible Principal Investigator must sign this form. 


Unanticipated problems are problems that arise during the conduct of the research that may involve risks to subjects or others that are: 1) Unexpected (in terms of nature, severity or frequency) given a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document; and b) the characteristics of the subject population being studied; and 2) suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, social, legal, or economic) than was previously known or recognized. See Policy on “Continuing Review – Ongoing,” Section 1.2 of the IRB Manual, “Serious and Unexpected Adverse Events,” IRB SOP Manual.
This form should be used for clinical unanticipated problems that may involve risks to subjects or others (unanticipated problems that may also constitute an adverse event). Only a small subset of adverse events occurring in human subjects participating in research will meet the definition of an unanticipated problem involving risk to subjects or others. Internal and external adverse events should only be reported to the IRB if the adverse event is determined to meet the criteria for an unanticipated problem that may involve risks to subjects or others. See Appendix 1 at the end of this form for definitions.   
Reporting Time Frame:  Investigators must promptly report all unanticipated problems that may involve risk to subjects or others to the SJHMC IRB.
1. For urgent unanticipated problems (problems that pose immediate harm to subjects or others), the investigators may implement a change in protocol prior to IRB approval to eliminate a hazard to subjects or others.  Investigators should contact the IRB for guidance when needed. 

2. If the unanticipated problem resulted in a subject death, was potentially life threatening or risked serious harm to the subject, the investigator should report the problem to the SJHMC IRB within 24 hours of knowledge of the event or sooner as appropriate.

3. Written Report.  

a. For adverse events that may constitute an unanticipated problem, the investigator should complete and submit the Clinical Unanticipated Problem form with any pertinent attachments (e.g., study sponsor report, communications, etc) within 72 hours to the IRB. 

b. For all other unanticipated problems, the Non-Clinical Unanticipated Problem form with any pertinent attachments (e.g., study sponsor report, communications, etc) should be completed and submitted by the investigator within 72 hours to the IRB.  

c. Investigators should not delay reporting for lack of complete information; follow-up information may be submitted. 

4. If an unanticipated problem occurs involving a project under the Reliance Agreement with Providence Hospital, the responsible project investigator should report within the required time frame to both the chair of the SJHMC Institutional Review Board (IRB) and the chair of the Providence Hospital IRB.   

IRB Contact Information

IRB Consultant:  Suzanne Leialoha, CIP, CIM 



Email:  suzanneC.leialoha@stjohn.org
IRB Coordinator: Elizabeth Mill


Email:  Elizabeth.mill@stjohn.org

Address:  SJHMC Medical Education/IRB, 19251 Mack Avenue, Suite 340, Grosse Pointe Woods, MI 48236 

Phone:  (313) 343-8314 /  (313) 343-3863
Fax: (313) 343-7840

Office Hours: Mon–Fri (7AM–4PM) 
	IRB#:      
	Project Expiration Date:     
	Today’s Date:     

	Title:      

	Responsible Investigator:      
	Email:      

	Address:      
	Phone:      


I am reporting: 
 FORMCHECKBOX 
 External Unanticipated Problem
 FORMCHECKBOX 
 Internal Unanticipated Problem

 FORMCHECKBOX 
 Serious Adverse Event

 FORMCHECKBOX 
 Adverse Event

List Adverse Event Number (if applicable)      

 FORMTEXT 
     

 FORMTEXT 
     

 FORMTEXT 
     
1. When did the unanticipated problem occur?      
2. Describe the unanticipated problem. You may attach a national reporting form in lieu of completing question 3.
	     


3. What was the outcome of this adverse event? Check all that apply.

 FORMCHECKBOX 
 Death
 FORMCHECKBOX 
 Discontinued from study

 FORMCHECKBOX 
 Life-threatening
 FORMCHECKBOX 
 Significant dosage or protocol error

 FORMCHECKBOX 
 Hospitalization- Initial or prolonged
 FORMCHECKBOX 
 Other (describe)      

 FORMCHECKBOX 
 Disability
 FORMCHECKBOX 
 Resolved

 FORMCHECKBOX 
 Required intervention to prevent permanent damage
 FORMCHECKBOX 
 Outcome not yet determined

 FORMCHECKBOX 
 Study drug withdrawn temporarily


4. Please explain how the event may be unexpected (in terms of nature, severity or frequency) given the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document; and the characteristics of the subject population being studied.

	     


5. Please explain how the event may be related or possibly related to participation in the research. Possibly related means there is a reasonable probability that the incident, experience, or outcome may have been caused by the procedures involved in the research

	     


6. How related is the adverse event to the following: 

	Subject’s Underlying Disease Process or Condition
	 FORMCHECKBOX 
 Unrelated
	 FORMCHECKBOX 
 Unlikely
	 FORMCHECKBOX 
 Possible
	 FORMCHECKBOX 
 Probable
	 FORMCHECKBOX 
 Definite

	Study’s procedure
	 FORMCHECKBOX 
 Unrelated
	 FORMCHECKBOX 
 Unlikely
	 FORMCHECKBOX 
 Possible
	 FORMCHECKBOX 
 Probable
	 FORMCHECKBOX 
 Definite

	Study’s drug/device
	 FORMCHECKBOX 
 Unrelated
	 FORMCHECKBOX 
 Unlikely
	 FORMCHECKBOX 
 Possible
	 FORMCHECKBOX 
 Probable
	 FORMCHECKBOX 
 Definite


7. Please explain how the event may suggest that the research places subjects or others at a greater risk of harm (including physical, psychological, social, legal, or economic) than was previously known or recognized.
	     


8.  FORMCHECKBOX 
 No
 FORMCHECKBOX 
 Yes
Does this adverse event require a change in the consent form? If yes, submit for review.

9.  FORMCHECKBOX 
 No
 FORMCHECKBOX 
 Yes
Will currently enrolled subjects be provided an informational letter or be asked to sign a new consent form? If yes, submit for review.

10.  FORMCHECKBOX 
 No
 FORMCHECKBOX 
 Yes
Was a MedWatch Report submitted? If yes, attach a copy.

11.  FORMCHECKBOX 
 No
 FORMCHECKBOX 
 Yes
Does the information in these documents require that the research be suspended or closed?

	As the responsible investigator, my signature below indicates that I have reviewed the unanticipated problem and assure that the information provided is complete and accurate.  

	SIGN HERE: 
	     
	DATE: 
	     

	Note: This application will not be processed without the signature of the  Responsible Principal Investigator. 


Appendix 1 – Definitions

The definitions found below are modified from “Guideline for Industry Clinical Safety Data Management: Definitions and Standards for Expedited Reporting, ICH-E2A”.  

An adverse event (AE) is any untoward or unfavorable medical occurrence in a clinical investigation with a human subject administered a pharmaceutical product or medical device and which does not necessarily have to have a causal relationship with this treatment.  An AE can therefore be any unfavorable and unintended sign (e.g., abnormal laboratory finding, physical exam), system or disease temporally associated with the use of a medicinal product or device, whether or not considered related to the medicinal product or device.  

A serious adverse event (SAE) is any untoward medical occurrence that at any time: 

1. results in death

2. is life-threatening (places the subject at immediate risk of death from the event as it occurred)

3. results in inpatient hospitalization or prolongation of existing hospitalization

4.  results in persistent or significant disability/incapacity 

5. results in a congenital anomaly/birth defect

6. based on appropriate medical judgment, may jeopardize the subject’s health and may require medical or surgical intervention to prevent one of the other outcomes listed in this definition

An unexpected AE or unexpected SAE is an AE or SAE, the nature or severity of which is not consistent with the applicable product information (e.g., Investigator’s Brochure, protocol or informed consent).

“Unanticipated adverse device effect means any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects.” 21 CFR 812.3(s)
Internal adverse event is an adverse event experienced by subjects enrolled by the investigator(s) or study team subject to oversight by an SJHMC IRB. For single-center clinical trials, all adverse events would be considered internal adverse events.

External adverse event is an adverse event experienced by subjects enrolled by investigators at other institutions engaged in the clinical trial, External adverse events occur in the context of multi-center clinical trials.

Local subject is a subject that has been enrolled by your study team.

Non-local subject is a subject that has not been enrolled by your study (i.e., for multi-site, clinical studies)

Assessment of Whether an Adverse Event is an Unanticipated Problem Involving Risk to Subjects or Others

1. Whether the unexpected adverse event is an adverse event occurring in one or more subjects participating in a research protocol, the nature, severity, or frequency of which is not consistent with either:

a. The known or foreseeable risk of adverse events associated with the procedures involved in the research that are described in 

i. protocol-related documents, such as the IRB-approved research protocol, any applicable investigator brochure, and the current IRB-approved informed consent document, and

ii. other relevant sources of information, such as product labeling and package inserts; or

b. The expected natural progression of any underlying disease, disorder, or condition of the subject(s) experiencing the adverse event and the subject’s predisposition risk factor profile for the adverse event

2. Whether the adverse event is related or possibly related (there is a reasonable possibility that the adverse event may have been caused by the procedures) to participation in research

a. Considered related to the research if at least partially caused by:

i. The procedures in the research

b. Considered unrelated to the research if AE solely caused by:

i. Underlying disease, disorder, or condition of the subject

ii. Other circumstances unrelated to either the research or any underlying disease, disorder, or condition of the subject

3. Whether an adverse event suggests that the research places subjects or others at a greater risk of harm than was previously known or recognized

a. Whether the adverse event is considered a serious adverse event (see Definitions)
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