UNIFORMED SERVICES UNIVERSITIY OF THE HEALTH SCIENCES
STANDARD OPERATING PROCEDURE

SUBJECT:
Human Research Protection Program
A.  PURPOSE

This Standard Operating Procedure (SOP) defines the procedures for the Uniformed Services University of the Health Sciences, hereafter USU to follow in fulfilling the policies and commitments to proper and ethical use of humans as research subjects.

B.  REFERENCES
(a) 10 USC 980, “Limitations on use of humans as experimental subjects”

(b) 32 CFR Part 219, “Protection of Human Subjects” 

(c) 45 CFR Part  46, “Protection of Human Subjects, Department of Health and Human Services”

(d) 21 CFR 50, “Protection of Human Subjects”

(e) 21 CFR 56, “Institutional Review Boards”

(f) DoD Directive 3216.02, “Protection of Human Subjects and Adherence to Ethical Standards in DoD-Supported Research”

(g) Health Affairs Policy 05-003, “Policy for Protection of Human Subjects in Department of Defense Sponsored Research”

(h) OUSD(P&R) HRPP Management Plan

(i) USU “USD(P&R) Assurance”

(j) USU “DHHS “Federalwide Assurance”

(k) USU Instruction 3201

(l) DoD Directive 5500.07, “Standards of Conduct”

(m) 18 USC 209, “Salary of Government officials and employees payable only by United States”

(n) 24 USC 30, “Payments to donors of blood for persons undergoing treatment at Government expense”

(o) 5 CFR 2635.801, et seq., “Standards of Conduct for Executive Branch, Subpart H, Outside Activities (employment)”

(p) Joint Ethics Regulation, DoD 5500.7-R paragraphs 2-206 and 2-303

(q) Health Affairs Policy 96-050, “Policy for Off-Duty Employment by DoD Health Care Practitioners,” dated July 7, 1996
(r) Public Law 104-13, “Paperwork Reduction Act of 1995”

(s) DoD Instruction 8910.01, “Management and Control of Information Requirements”

(t) DoD 8910.01-M, “Department of Defense Procedures for Management of Information Requirements” 

(u) 5 USC 552a, “The Privacy Act of 1974, as amended”

(v) DoD Directive 5400.11, “DoD Privacy Program”

(w) 45 CFR Part 164, “Security and Privacy”

(x) DoD Directive 6025.18, “Privacy of Individuals Identifiable Health Information in DoD Health Care Programs”

C.  APPLICABILITY AND SCOPE
This Standard Operating Procedure applies to all USU research involving humans as subjects conducted, sponsored, supported, or otherwise subject to regulation by USU wherever it may occur.  It supports policy and direction provided by the Office of the Under Secretary of Defense for Personnel and Readiness (USD(P&R)) and the USU Assurance granted by that office (Reference i).

D.  COMPONENTS OF INSTITUTION
The School of Medicine, Graduate School of Nursing, Armed Forces Radiobiology Research Institute (AFRRI), and the United States Military Cancer Institute (USMCI).

E.  POLICY
Policies affecting USU with regard to human subjects research protections are set out in References a-x.

F.
PROCEDURES
Activities that may be research and that may include human participants will be submitted to the Human Subjects Protection (HSP) Office for review by the Exemption Determination Official (EDO) for review prior to initiation.



1.  Human Research Protection Program (HRPP) Review Processes (Reference b)
a.
Primary Review.  For this review, the Principal Investigator (PI) is a USU billeted or assigned personnel, USU student, contractor with PI eligibility, a PI under the Infectious Disease Clinical Research Program (IDCRP) and the review is the first for the protocol.  Any protocols submitted by non-USU PIs must have command or institutional approval/endorsement from the PI’s home institution, as well as approval by the Pi’s USU academic chair.
1. The PI submits the protocol and supporting documentation electronically to the HSP Office.
2. The EDO determines if the activity meets the regulatory definition of research involving human subjects and, if so, whether it is exempt from further review.  

a. The EDO may suggest changes in the procedures in order for the activity to qualify for exemption.

3. The EDO informs the PI of the determination in writing.

4. If the activity does not qualify for exemption, then the EDO will ensure that scientific review has been accomplished (Reference i) or will assist the researcher in obtaining:
a. Scientific Review (Reference i)
b. IRB Review and Approval 
c. Institutional Approval (Reference i)
5. The EDO will make reasonable attempts to inform the PI about other requirements that may apply to the activity; however, it is the PI’s responsibility to obtain all required approvals (References r-x).
b.
Administrative Review.  This applies to situations in which the USU is engaged or involved in research with another institution and said research has already been deemed exempt from IRB review by an EDO, IRB, or other qualified individual. 
1. The PI submits the exempt protocol and supporting documentation to the HSP Office for review;
2. The institution EDO will either concur with the determination or not concur with the determination;

a. If a non-concur determination results in a higher level review than suggested by the initial reviewing institution, then the protocol will be sent to the either the USU IRB or OUSD(P&R) HRPP Headquarters, hereafter HQ, for determination.

3. The EDO informs the PI of the determination in writing

4. The EDO will make reasonable attempts to inform the PI about other requirements that may apply to the activity; however, it is the PI’s responsibility to obtain all required approvals (References r-x).
c.
Secondary Review.  This applies to situations in which the USU is engaged or involved in research at another institution and said research has been reviewed by one or more IRBs.  
1. The PI submits the IRB approved protocol, including scientific review (if applicable under reference i), to the institution EDO for review;
2. If the primary IRB is not a DoD IRB, the EDO obtains institutional approval (approval by the IRB Chair or HQ) of the protocol and then forwards it to Headquarters for review;

3. If the primary IRB is a DoD IRB, the EDO will concur or not with the determination; 

a. If a non-concur determination results in a higher level review than suggested by the initial reviewing institution or a disapproval, then the protocol will be sent to the either the USU IRB, USU IRB Chair, or HQ for determination

4. Upon concurrence or once concurrence is obtained from either the USU IRB or HQ, the EDO informs the PI of the determination in writing and assists the researcher in obtaining institutional approval (Reference i);

5. The EDO will make reasonable attempts to inform the PI about other requirements that may apply to the activity; however, it is the PI’s responsibility to obtain all required approvals (References r-x).
d.
Prospective Review.  This review applies to a protocol that has been submitted for IRB review, but the IRB will not approve it without documentation of feasibility, scientific review. 
1. The PI submits the protocol to the institutional EDO for review;

2. The EDO verifies the protocol is feasible and/or approvable;

3. The EDO informs the PI of the conditional determination in writing.
2.  Approval Process for Uniformed Medical and Nursing Student Research Participation


a. 
Uniformed medical and nursing students are not permitted to participate as human
subjects in any form of research being conducted at USU or at any other institution unless all of the following approvals are obtained, in the sequence indicated:


1.
First, protocol approval by the EDO or the USU IRB (if applicable).  A copy of the approved protocol, consent form and approval memorandum will be forwarded by the Principal Investigator to the appropriate Commandant and Dean for review.




2.  
Second, concurrence of the EDO or IRB recommendation by the Commandant, 
School of Medicine (SOM) or the Commandant, Graduate School of Nursing (GSN), as appropriate.




3. 
Third, concurrence of the EDO or IRB recommendation by the Dean, SOM or the 
Dean, GSN, as appropriate.  

4. Fourth, concurrences by the appropriate Commandant and Dean are provided to 




the IRB Office.

5. Final approval is by the Institutional Official or designee, USU, who serves as 
approval authority for USU on all matters regarding the protection of human subjects.


       6.
A Commandant or Dean may request or conduct a "pre-review" of a protocol involving uniformed medical and nursing students and indicate stipulations that will be a prerequisite for their final approval.  The appropriate Dean and Commandant will review the IRB approved version of the protocol when the review process is complete. 

3.  Scientific Review (Reference i)
Any non-exempt human subjects research requires scientific review prior to IRB review, and the IRB shall consider the recommendations provided by the scientific review.  For USU intramurally funded and/or unfunded human research that is not exempt from IRB review, USU has a scientific merit review process (Merit Review Committee).  The expertise of the Merit Review Committee consists of basic, clinical, and behavioral research scientists. The committee has established operating procedures that can be provided as needed. 
For USU human research protocols that are funded by an extramural award (e.g. NIH, USAMARC, etc.) scientific review will be conducted via the grantor’s scientific review process (e.g. NIH study section, CDMRP scientific review panel, etc.) 

Student research will be reviewed by the appropriate faculty committee.  

Although rare, extramurally funded protocols that have not received scientific review will be reviewed using the intramural process described above.

All IDCRP human research protocols will be reviewed by the IDCRP Programmatic and Scientific Review Board.

All MBMHC human research protocols will be reviewed by the MBMHC Programmatic and Scientific Review Board.


4.  Training (References g and i)
USU researchers and other individuals who engage in research involving humans as subjects and who are listed on the research protocol must successfully complete human subject protection training at intervals established by the Office of the Under Secretary for Defense/Personnel and Readiness (USD/P&R).  The standard training is located at http://www.citiprogram.org., however other training options will be provided by the IRB Office.  Institutional Review Board members must also complete this training.  Institutional Officials (IOs) will be trained by HQ.
The USU EDO will verify that all individuals listed on a protocol have completed the training requirements.  The USU EDO will monitor the training status of the USU IO and IRB members and schedule training with HQ as needed. 

5.  Conflict of Interest (Reference i)
A conflict of interest (COI) is a situation in which someone in a position of trust, such as a research scientist or physician, has competing professional or personal interests.  A conflict of interest exists even if no unethical or improper act results.  The following procedures will be used to manage potential conflicts of interest. 

a.  Researcher Conflict of Interest

USU’s protocol application requires all PIs to sign a “Human Research Conflict of Interest Disclosure Form” that asks the PI to disclose any conflicts of interest related to the protocol.  (Appendix A).  Any form indicating a conflict of interest will be forwarded to USU Legal Counsel for review. 

Any individual within USU can report conflicts of interest.  Such reports should be directed to the institution’s EDO who will forward them to USU Legal Counsel for review. (reference l).
b.
Reviewer Conflict of Interest.

If an EDO has a COI with a protocol, then the EDO should forward the protocol to another EDO from an OUSD(P&R) institution or to HQ.  If an IRB member or chair has a COI with a protocol, then the member or chair may not participate in the IRB’s initial or continuing review of that project except to provide information requested by the IRB.  

6.
Serious or Continuing Noncompliance with HRPP Requirements (References b and d)
Serious noncompliance involves failure to comply with applicable regulations, OUSD(P&R) policies, or the requirements of the reviewing IRB when that failure increases risks to participants or adversely affects the rights and welfare of the participants.  A single instance of noncompliance may be serious.  Continuing noncompliance involves a pattern of disregard for complying with regulations, policies, or IRB oversight responsibilities.  
Allegations of serious or continuing noncompliance will be discussed by a committee consisting of the EDO, the Director, Regulatory Affairs, Office of the Vice President for Research, and General Counsel.  This committee will evaluate the allegations and determine if it meets criteria to be considered “serious” or “continuing” noncompliance.  The committee will make a determination within a week.  The EDO shall report any allegations of serious or continuing noncompliance to the IRB (if applicable), the Institutional Official and Headquarters within one business day of the determination of noncompliance and take steps to secure the research records for review.  The Headquarters shall then determine whether the allegation(s) will be further investigated by the institution, Headquarters, or another organization.

7.
Research-Related Unanticipated Problems (Reference b and Appendix B)
For the purpose of this document, a research-related problem is defined as any incident, experience, or outcome that is unexpected, related to participation in the research, and places subjects at a greater risk of harm than was previously known or recognized, or that exposes existing risks to subjects or others.
Resolution of unanticipated problems that are also serious adverse events will be managed by the IRB.  If the unanticipated problem is beyond the scope of the IRB’s authority, then it will be referred to the Headquarters for resolution.  Prior to this referral, the EDO will submit a description of the problem, actions taken and any suggestions for resolution to the Headquarters within one week.  The EDO will also ensure that the IO is aware of the report.  

Resolution of research-related unanticipated problems that are not managed by an IRB will be discussed by a committee consisting of the EDO, the Director, Regulatory Affairs/Office of the Vice President for Research, and General Counsel.  This committee will evaluate the situation and determine if it meets criteria to be considered a research-related unanticipated problem.  The committee will make the determination within a week.  The EDO shall report all research-related unanticipated problems to the IRB (if applicable), the Institutional Official, and Headquarters within one business day of the determination and include a recommendation on how to address the problem.  The Headquarters shall then determine whether to concur or not with the committee’s recommendations.
8.
Research-Related Injury (References b and d)

A research-related injury is defined as any unfavorable medical occurrence in a human research subject that is unexpected, related to the subject’s participation in the research, and serious in nature.

Until such time that we are able to provide care for research related injuries, greater than minimal risk research will only recruit subjects from populations eligible for healthcare through the DoD or TRICARE Management Activity.  Any incident of research-related injury involving provision of healthcare will be reported to the IRB, the EDO, and the HQ.  

9.
Suspension or Termination of IRB or Institutional Approval (References b and e)
The IO or the USU IRB have the authority to terminate or suspend approval to conduct research or stop work on a contract because of research not being conducted in accordance with the IRB’s requirements or that has been associated with unexpected serious harm to subjects’ rights or welfare.  
If an IRB approval lapses for an ongoing study, the EDO will notify the PI to suspend research in an orderly manner, notify the IO and Headquarters, and take proactive steps to facilitate timely IRB continuing review.  

When an authorized individual suspends approval of any research activity involving human subjects, the suspending officials shall immediately notify the PI of the decision and the reasons for the decision, and shall instruct the PI to halt all research activities immediately, except those activities that are necessary to eliminate apparent immediate hazards to subjects, and shall take steps to secure the research records.  The suspending officials shall stipulate what remedial actions must be taken to reinstate approval of the research.  
The PI may appeal a decision to suspend approval of research.  Where an IRB decision is involved, the IRB must hear and make a decision on the appeal by the PI.  Where the IO or his designee makes the decision, the IO or designee will make the final decision on the appeal and may engage an advisory board to consult on the matter.  Additional appeals shall not be permitted.

When an authorized individual terminates approval of research, the terminating official shall immediately notify the PI of the decision and the reasons for the decision, and shall instruct the PI to halt all research activities immediately, except those activities that are necessary to eliminate apparent immediate hazards to subjects, and shall take steps to secure the research records.  If approval is terminated, there is no provision for reinstatement or appeal.
In the event of a decision to suspend or terminate approval of a study, the EDO will document and report to the IRB (if applicable) and Headquarters within one business day the following information:
a.
Name of the institution;

b.
Title of the affected research project or grant proposal;

c.
Name of the PI;

d.
Number of the research project assigned by the IRB and the number of any applicable federal award(s) (grant, contract, or cooperative agreement);

e.
A detailed description of the reason for the suspension or termination; 

f.
Any known intention for the PI or others to appeal the decision; and

g.
The actions the institution is taking or planning to address the suspension or termination (e.g., undertake procedures to terminate subject interaction in an orderly way, investigate the alleged noncompliance, educate the investigator, educate all research staff, require additional monitoring of the investigator or research project, etc.).

Headquarters will determine whether further investigation should be carried out by the institution, the IRB, the Headquarters, or others.

9.
Documentation and Recordkeeping (Reference h)
As specified in the OUSD(P&R) HRPP records disposition plan, the EDO will retain records relating to research for ten years after completion of the research.   
The USU IRB Office maintains the following documentation:

a.
A copy of the determination and the notification given to the PI;

b.
Copies of all information used to make the decision with contact information on the PI, descriptions of the PI’s affiliations and qualifications, description of the research setting and research purpose, description of research procedures and subject selection, information and informed consent documents given to subjects, questionnaires and similar documents to include inclusion of individual subject personal information, and other documentation as appropriate.
c.
Copies of notifications and rationales for deciding an activity does not fit the regulatory definition of human subject research where the rationale could be questioned by reasonable people.

USU researchers are required to maintain research files to include research protocols, attachments, determination letters (EDO or IRB), consent/assent forms (if applicable), approved research instruments (surveys, focus group transcripts, etc.- if applicable), relevant FDA documentation (if applicable). These records must be available for up to three years after completion of the research for non-FDA protocols and for five years after completion of the research for FDA-regulated protocols.
As a USD(P&R) Assured institution, USU will provide a monthly report of all administratively approved actions, a copy of the minutes from all IRB meetings, and a copy of all materials reviewed by the convened IRB to Headquarters. 
APPENDIX A
UNIFORMED SERVICES UNIVERSITY OF THE HEALTH SCIECES

Human Research Conflict of Interest Disclosure Form

This form must be completed by all human use researchers (including Principal Investigators, Associate Investigators, and any other research team member who is or will be responsible for the design, conduct or reporting of activities under the sponsored project).  This form must be submitted to the IRB office before any approval may be issued for any sponsored human use research protocol.
1. I have read and will comply with the USU standard operating procedure regarding Conflict of Interest located in the Human Research Protection Program Standard Operating Procedure document posted on the USU/IRB website. (http://www.usuhs.mil/research/irbprotocolforms.html)

2.  I certify that I am the (Primary/Associate) Investigator, or other research team member as identified above on the above entitled USU protocol, and that all of the following statements are true.  If one or more of the following statements are not true, then I have explained the facts on a separate page.

(Mark as applicable)

T     F     Neither I, my spouse, or dependent children have any financial interests in the overall study sponsor on this protocol. If ‘F’, explain on a separate page.

T     F     Neither I, my spouse, or dependent children have received or will receive any gratuity, gift, or compensation from the overall study sponsor on this protocol. If ‘F’, explain       on a separate page.

T     F     Neither I, my spouse, or dependent children are employed by, or have an agreement for future employment with, the overall study sponsor on this protocol. If ‘F’, explain on a separate page.

T     F     Neither I, my spouse, or dependent children hold any position as an officer, director, trustee, partner, proprietor, representative, executor, or consultant with the overall                  study sponsor on this protocol. If ‘F’, explain on a separate page.

Protocol Number:

Protocol Title:









(Signature Required)








Typed Signature Block
APPENDIX B
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 Adverse Event (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;  

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 Research Protections 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 the USU IRB web-site,  http://www.bethesda.med.navy.mil/professional/research/responsible_conduct/forms/index.aspx or http://www.usuhs.mil/research/aereports.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 that 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 UPs.  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 that 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 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 that 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   301-295-3836
mpickerel@usuhs.mil
_____________________________________________________________________________
4.2.2 The prompt reporting procedure is accomplished by submitting a completed AE Report Form to the DCI or USU IRB Office. Forms are available at the DCI or USU web site, 

http://www.bethesda.med.navy.mil/professional/research/responsible_conduct/forms/index.aspx or http://www.usuhs.mil/research/aereports.html).  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 
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: 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, 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 PI’ opinion, 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 places subjects or others at a greater risk of harm (including physical, psychological, economical, or social harm was not previously known or recognized 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:  For multi-center studies, any external AE that 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 are enrolled in USU studies. This also must be reported as a protocol deviation.  Refer to section 4.3 for the AE reporting timeline and format.  

5. ADVERSE 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 reports, hospital records, 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 Chair, Institutional Official or the Office of the Under Secretary for Defense/Personnel and Readiness/Health Affairs 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 INTERNAL OR EXTERNAL AEs 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 that in the PI’s opinion 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 there is no doubt; *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 subjects’ 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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