ADVERSE EVENTS REPORTING POLICY AND GUIDELINES FOR MILITARY RESEARCH CONDUCTED IN THE NATIONAL CAPITAL REGION

1.  REFERENCES

1.1 Institutions engaged in human subjects research conducted or supported by the DOD and DHHS must have written procedures for ensuring prompt reporting to the Institutional Review Board (IRB), appropriate institutional officials, and any supporting department or agency head of any unanticipated problems involving risks to subjects or others. (32 CFR part 219.103, 45 CFR part 46.103, and 21 CFR part 56.108 )  
1.2 OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events, January 15, 2007.
http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm
The following websites provide more information on AE reporting:

1. Examples of Unanticipated Problems that Do Not Involve Adverse Events and Need to be Reported Under the HHS Regulations at 45 CFR Part 46 


(http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm#AB);  

2. Examples of Adverse Events that Do Not Represent Unanticipated Problems and Do Not Need to be Reported under the HHS Regulations at 45 CFR Part 46


(http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm#AC);

3. Examples of Adverse Events that Represent Unanticipated Problems and Need to be Reported under the HHS Regulations at 45 CFR Part 46


( http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm#AD) 
2. APPLICABILITY
2.1 This policy applies to all research conducted in the military medical centers (i.e., Walter Reed Army Medical Center (WRAMC), National Naval Medical Center (NNMC), and Malcolm Grow Medical Center (MGMC)) and the Uniformed Services University (USU) in the National Capital Region for reporting unanticipated problems involving risks to subjects or others and adverse events. It is the responsibility of the principal investigator (PI) to report adverse events to the IRB. 

Unanticipated problems must be PROMPTLY reported, in accordance with (IAW) this policy and guidelines, to the appropriate Department of Clinical Investigation (DCI) where the research is being conducted or Director, Human Subjects Protection Program, USU for IRB review, as they may warrant consideration of substantive changes in the research protocol or informed consent process/document(s) or other corrective actions in order to protect the safety, welfare, or rights of subjects. The institutional review board has the responsibility to assess the degree and significance of the adverse event and the authority to suspend or terminate research that is deemed harmful if continued (45 CFR 46.113).  

2.2 Unanticipated problems are not limited to physical harms.  They can include breaches of confidentiality or emotional harms (such as the emotional distress that could be triggered by questions about traumatic life events). Some unanticipated problems involve social or economic harm instead of the physical or psychological harm associated with adverse events.  See Link 1  for examples of unanticipated problems that do not involve adverse events but must be reported under the HHS regulations at 45 CFR 46.103(a) and 46.103(b)(5).
2.3 The IRB relies on the integrity and expertise of investigators, and their medical monitors (if applicable), to assess whether an adverse event is an unanticipated problem.  Investigators are to provide their judgment on the Adverse Event Report Form, which can be accessed via the DCI or USU IRB web-site, http://www.bethesda.med.navy.mil/professional/research/responsible_conduct/forms/index.aspx, or http://www.usuhs.mil/research/EFAssuranceForms.html  whether the problem requires modifications of the informed consent document or process and/or change in the protocol in order to minimize risks to subjects, and whether information about the adverse event is germane to consent and/or re-consent/notification of subjects already enrolled.  Investigators, and medical monitors, as applicable, are to provide their assessments of the significance of the adverse event in terms of human subject protection.  

3. DEFINITIONS
3.1 Unanticipated problem (UP)  involving risks to subjects or others – An unanticipated problem involving risk to the subject or others is defined as any incident, experience, or outcome that meets all of the following criteria: 

(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; 

(2) Related or Possibly Related to participation in the research (possibly related means there is a reasonable possibility that the incident, experience or outcome may have been caused by the procedures involves in the research); and 
(3) Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) related to the research than was previously known or recognized.  

An UP may only involve exposure of a subject or others to an unexpected risk or the risk may culminate in a subject or another individual actually experiencing a harm which is generally described as an adverse event in clinical research or an adverse outcome in behavioral or social science research.

3.2  Adverse Event (AE) - Any untoward or unfavorable medical occurrence in a human subject, including any abnormal sign (for example, abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the subject’s participation in the research, whether or not considered related to the subject’s participation in the research.

The AE may be expected or unexpected, and related or unrelated to the subject’s participation in the research.  The majority of adverse events occurring in human subjects are not UP’s.  Adverse events encompass both physical and psychological harms.  They occur most commonly in the context of biomedical research; on occasion, they can occur in the context of social and behavioral research.  

3.3 Unexpected AE is one in which the nature, severity, or frequency of the AE is not consistent with any of the following: (a) Investigator’s brochure, (b) Investigation plan or application, (c) IRB approved research protocol, (d) IRB approved informed consent document, (e) other relevant sources of information, such as labeling and package inserts, (f) HIPAA Authorization document or any confidentiality protection document, or (g) the reasonably expected natural history and progression of the underlying disease or condition of the subject(s) experiencing the adverse event.
3.4 Related AE is one for which there is reasonable information (e.g., strong temporal relationship, clinical indication) that the AE may have been at least partially caused by the procedures involved in the research (e.g., the use of the drug, device, or intervention).

3.5 Possibly Related AE means there is a reasonable possibility that the adverse event, incident, experience, or outcome may have been caused by the procedures involved in the research (e.g., the use of the drug, device, or intervention); however there is insufficient information to determine the likelihood of this possibility.

3.6 Unrelated AE is one where there is no information or reason to attribute the AE or problem to procedures involved in the research (e.g., the use of drug, device, or intervention).

3.7 Serious AE (SAE) is an adverse event which results in any of the following outcomes: 

(1) Fatal (death); 

(2) life-threatening; 

(3) inpatient hospitalization or prolongation of existing hospitalization;

(4) persistent or significant disability/incapacity;

(5) congenital anomalies or birth defect; or

(6) any other adverse event that, based upon 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 (examples of such events include allergic bronchospasm requiring intensive treatment in the emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse).

3.8 Internal Adverse Event is when the adverse event or incident is experienced by subjects enrolled by the investigator(s) at their institution (example: WRAMC, NNMC, etc.) 

3.9 External Adverse Event is when the adverse event or incident is experienced by subjects enrolled by investigators at other institutions engaged in a multi-center study.

4. REPORTING AN UNANTICIPATED PROBLEM 

4.1 Determine if an Adverse Event is an Unanticipated Problem:  

(1)  Is the adverse event unexpected?  (Refer to section 3.3)

(2)  Is the adverse event related or possibly related to participation in the research? (Refer to sections 3.4 and 3.5)

(3)  Does the adverse event suggest that the research places subjects or others at a greater risk of harm than was previously known or recognized?  (Refer to section 3.7)

If the answer to all three questions is yes, then the adverse event is an unanticipated problem and must be promptly reported to the DCI or USU IRB staff for the IRB review.  
4.2 Reporting Procedure and Guidelines
 4.2.1  If a serious or unexpected adverse event requires an immediate change to a protocol in order to eliminate an apparent immediate hazard to research subjects, the investigator may implement the change necessary to protect the welfare of the research subjects. Notify the DCI or USU IRB staff by phone or e-mail to the following institutional point of the contact (POC) prior to implementation of the protocol change and submit an AE report with an addendum to the DCI or USU IRB staff within 48 hours, describing the change and events which necessitated immediate implementation:

 POC                      


             Phone

E-mail____________________                 

WRAMC: Department of Clinical Investigation  202-782-7830   wramcdciaer@amedd.army.mil
NNMC:     Responsible Conduct of Res Svc
301-295-2275
 
      NNMC-ResearchQuestions@med.navy.mil
MGMC:    IRB Office



240-857-8578

USUHS:    Human Res Protections Prog Office  
301-295-0821
mpickerel;@usuhs.mil
______________________________________________________________________________

4.2.2  The prompt reporting procedure is accomplished by submitting a completed AE Report Form (available at the DCI or USU web-site, 
http://www.bethesda.med.navy.mil/professional/research/responsible_conduct/forms/index.aspx) to the DCI.  For protocols involving investigational drugs or devices, the PI must also report to the sponsor of the IND or IDE immediately within the sponsor’s required time frame (usually 24 hours).
4.2.3  The PI must provide a copy of the adverse event report to the Medical Monitor of the protocol for review and signature.

4.2.4  FOR DCI, a summary of all adverse events must be included in the annual progress report (APR) during the continuing review of the research protocol.  For USU protocols, the adverse event reporting log should be submitted with USU continuing review paperwork.
4.3  Report of Internal Adverse Events  - Time Line and Format 
Refer to Table 1 for the AE reporting categories.  Use the Internal AE Report Form for all internal adverse events.

4.3.1 Category-1: Category 1 defined here includes all unanticipated problems involving risks to subjects or others and adverse events.  Thus, any internal AE that is unexpected and serious, and in the opinion of the PI, that is related or possibly related to the subjects’ participation in the research, must be promptly reported by the PI to DCI or USU IRB (as appropriate) with the following time line:

Fatal - 

    within 48 hours (2 working days)

Life threatening  - within 2 weeks (10 working days)

All others – 
    within 2 weeks (10 working days)

4.3.2 Category-2: Any internal AE that is expected and serious , and in the opinion of the PI, that is related or possibly related to the subjects’ participation in the research, must be promptly reported by the PI to the IRB:

Fatal - 

    within 48 hours (2 working days)

Life threatening  - within 2 weeks (10 working days)

All others – 
    within 2 weeks (10 working days)

4.3.3  Category-3: Any internal AE that is unexpected and non-serious, and in the PI’s opinion that is related or possibly related to the subjects’ participation in the research must be reported by the PI to the IRB within 2 weeks (10 working days). 

4.3.4. Category-4: Any other adverse events in the PI’s opinion that may jeopardize the subject’s health, confidentiality or well being should be reported by the PI to the appropriate IRB within 2 weeks (10 working days). 
4.3.5 Category 5: Unanticipated problems involving breach of confidentiality/privacy or HIPAA violation which results in risk to individual subjects or others in social and economical harm must be reported promptly 2 weeks (10 working days) from the PI notification of the event, using the Internal AE Report Form.  
4.3.6  All other  internal AEs that are either not serious and have been described on the informed consent or serious but definitely unrelated to the research and did not meet the prompt report criteria may be reported on the annual progress report (APR) during the continuing review of the protocol.

4.4  Report of External Adverse Events  - Time Line and the Format 
For multi-center studies, any external AE which occurs at other institutions must be reported to the appropriate IRB in accordance with the reporting guidelines and procedures for the External AE categories as outlined in Table 1.
4.5 Adverse event reports must be submitted promptly for any protocol deviations resulting in physical, psychological, social, or behavioral risks/harms of individual subjects or others who enrolled in the WRAMC studies in addition to the Protocol Deviation Report.  Refer to section 4.3 for the AE reporting timeline and format.  
5. ADERSE EVENT REPORT (AER) FORM 

5. 1 Separate templates are available on the DCI and USU IRB web-site, denoted as Internal AER Form or External AER Form for reporting internal or external adverse events respectively.  The appropriate form must be used when submitting the adverse event report.  As appropriate, copies of pertinent pages from the subject’s outpatient, inpatient medical records (to include medical summaries or autopsy reports), DSMB report, etc should be submitted with the adverse event report to assist the IRB in their review of the event.  All patient identifiers (name, patient ID number, address, and telephone number, etc.) must be eliminated or blocked from the copies of any medical records prior to the submission to the IRB. 

6. Failure of the PI to meet these requirements of reporting adverse events will be referred to the IRB, Department Chief, DCCS, or Commander for further action, which may include suspension of the study.  For further information, please contact the AE reporting POC at each institution.

Table 1:  REPORTING OF THE INTERNAL OR EXTERNAL AE TO THE IRB  
	
	                       CRITERIA
	REPORTING TIME/FORMAT

	Category (C)

(Physically or

Psychologically)
	Serious?
	Unexpected?
	Related or Possibly Related?
	INTERNAL AEa

(from the time of the AE)
	EXTERNAL  AEb

(from the PI notification by the Sponsor)

	Category-1

(Prompt)
	Yes

    Fatal

   Life-     threatening

  All others

	Yes*
	Yes*
	Within 48 hours

Within 2 weeks
Within 2 weeks
	Within 48 hours

Within 2 weeks
Within 2 weeks

	Category-2

(Prompt for Internal SAE or fatal External AE)
	Yes

   Fatal

   Life-     threatening

  All others

	Noc 

 
	Yes*
	Within 48 hours

Within 2 weeks
Within 2 weeks
	Within 48 hours

APRd
APRd

	Category-3

(Prompt for Internal SAE)
	No
	Yes*
	Yes* 
	Within 2 weeks
	APRd

	Category-4

(Prompt)

	Any other adverse event in the PI’s opinion that needs to be reported to the IRB
	Within 2 weeks
	Within 2 weeks

	Category-5
(Prompt for Internal incident)
	Unanticipated problems involving breach of confidentiality or HIPAA violation as defined in Section 4.5
	Within 2 weeks
	APRd

	Category-6
(Non-Prompt)
	All Others
	APRd
	APRd


a Use the Internal AER Form;  b Use the External AER Form 

c No – when it is definitely sure; *Yes - includes ”unsure” or “unknown” situation

d APR – Annual progress report (APR) is during the continuing review of the protocol.
Serious AE (SAE):

(1) Fatal (death); 

(2) life-threatening; 

(3) inpatient hospitalization or prolongation of existing hospitalization;

(4) persistent or significant disability/incapacity;

(5) congenital anomalies or birth defect; or

(6) any other adverse event that, based upon 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 (examples of such events include allergic bronchospasm requiring intensive treatment in the emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse).
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