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Research funded by or conducted with the U.S. Department of Defense (DoD)
Introduction:
An institution that is engaged in human subject research involving the U.S. Department of Defense (DoD) must comply with 32 CFR 219, which is the Department of Defense's implementation of the Common Rule. All DoD-supported and conducted research must also comply with 32 CFR 219 and DoD Directive 3216.2,  “Protection of Human Subjects and Adherence to Ethical Standards in DoD Supported Research”, in addition to compliance with 45 CFR 46 (DHHS) and 21 CFR 50 and 56 (FDA), state law and local policy.

Definitions:
Research Involving a Human Being as an Experimental Subject: An activity, for research purposes, where there is an intervention or interaction with a human being for the primary purpose of obtaining data regarding the effect of the intervention or interaction (32 CFR 219.102(f)). 

Examples of interventions or interactions include, but are not limited to, a physical procedure, a drug, a manipulation of the subject or subject's environment, the withholding of an intervention that would have been undertaken if not for the research purpose. This does not include: 

· Activities carried out for purposes of diagnosis, treatment, or prevention of injury and disease in members of the Armed Forces and other mission essential personnel under Force Health Protection programs of the Department of Defense.

· Authorized health and medical activities as part of the reasonable practice of medicine or other health professions.

· Monitoring for compliance of individuals and organizations with requirements applicable to military, civilian, or contractor personnel or to organizational units. This includes such activities as drug testing, occupational health and safety monitoring, and security clearance reviews.

· Activities exempt under 32 CFR Part 219.

Common Rule:  The regulation adopted by multiple Federal Agencies the protection of human subjects in research, most notable of which is the Office of Human Research Protections regulation 45 CFR 46. The Department of Defense's implementation of the Common Rule is at 32 CFR 219, "Protection of Human Subjects".

Research:  Any systematic investigation, including research, development, testing, and evaluation (RDT&E), designed to develop or contribute to generalizable knowledge.
Enemy Prisoner of War: According to “AR 190–8/OPNAVINST 3461.6/AFJI 31–304/MCO3461.1: Enemy Prisoners of War, Retained Personnel, Civilian Internees and Other Detainees”, an enemy prisoner of war is a detained person as defined in Articles 4 and 5 of the Geneva Convention Relative to the Treatment of Prisoners of War of August 12, 1949. In particular, one who, while engaged in combat under orders of his or her government, is captured by the armed forces of the enemy. As such, he or she is entitled to the combatant’s privileges of immunity from the municipal law of the capturing state for war like acts which do not amount to breaches of the law of armed conflict. For example, a prisoner of war may be, but is not limited to, any person belonging to one of the following categories who has fallen into the power of the enemy: a member of the armed forces, organized militia or volunteer corps; a person who accompanies the armed forces without actually being a member thereof; a member of a merchant marine or civilian aircraft crew not qualifying for more favorable treatment; or individuals who, on the approach of the enemy, spontaneously take up arms to resist invading forces.
Additional requirements:
Federal regulations and Federal Wide Assurances: 

Any human subject research that is supported by, or involves any DoD components must comply with the DoD common rule at 32 CFR 219 and DoD Directive 3216.02 “Protection of Human Subjects and Adherence to Ethical Standards in DoD Supported Research”.  The following is a list of DoD components: 

· Army;
· Navy;
· US Air Force (USAF);
· Defense Threat Reduction Agency (DTRA);
· Defense Advanced Research Projects Agency (DARPA);
· US Joint Forces Command (USJFCOM);
· US Special Operations Command (USSOCOM);
· Assistant Secretary of Defense for Special Operations/Low-Intensity Conflict and Interdependent Capabilities (ASD(SO/LIC));
· Office of the Under Secretary of Defense Personnel and Readiness (OUSD (P&R);
· National Security Agency (NSA); and
· National Geospatial-intelligence Agency (NGA)

DoD regulations requires that an IRB reviewing the DoD research must be signatories to the “Common Rule” (Subpart A of 45 CFR 46) as well as signatories to 45 CFR 46 Subparts B, C, and D.  

Investigators who apply for funding from a DoD component will receive a request for a DoD Addendum to the existing FWA.  This Addendum will outline the DoD requirements for research review, including who may act as the IRB of record, and any additional affirmations that are required in addition to the Institutional FWA.   When this request is made, the investigator should provide this information to the UHCMC IRB Administration Office.  The IRB Administration Office will forward this request to the Institutional Official, the Vice President for Research and Technology, and the IRB Chair, for review and signature, indicating acceptance of the DoD requirements.  Once a DoD addendum is executed, it is valid as long as the institution retains an active FWA.
Oversight of DoD related research: Oversight for DoD research, including who will function as the IRB of record, will be noted in the DoD addendum.  Some DoD components have their own IRBs that must be utilized and other components allow the institutional IRB to act as the IRB of record for the project.  New research and substantive amendments to approved research shall undergo scientific review prior to ethics (IRB) review.
The Director, Defense Research and Engineering (DDR&E) is responsible for DoD oversight of the research.  In addition to other reporting requirements, all findings of serious non-compliance under this section shall be reported to the Director, Defense Research and Engineering (DDRE).  The DDRE acts as the principal DoD liaison with Agencies outside the Department of Defense on matters pertaining to protection of human subjects in research.
Each DoD component is responsible for the development, issuance, and implementation of policies to ensure compliance with DoD directives.  Each component may have a number of different requirements which much be complied with, therefore each investigator must provide information about the requirements for human subjects protections for each research project in a DoD component specific fashion.  

When more than one DoD Component is involved, the Heads of the Components shall determine and jointly assign executive responsibility for compliance. When conducting multi-site research, a formal written and duly executed agreement between institutions is required to specify the roles and responsibilities of each party. 
For research that is greater than minimal risk, the DoD component requires the assignment of a medical monitor to oversee the conduct of the study.  This medical monitor must be independent of the research and must be appointed by name.  This medical monitor will act as the subject advocate. The monitor has the authority to: 
· stop a research study in progress;
· remove individuals from the research study; or
· take steps necessary to protect the safety and well-being of subjects until the IRB can assess the medical monitor’s report.

The IRB can require a medical monitor for a portion of the project or for research involving no more than minimal risk if appropriate.

When survey research involves DoD personnel including U.S. military personnel, surveys require approval from the DoD Survey Review. When appropriate, the research project is reviewed and approved by the IRB prior to Department of Defense approval.
Investigators must adhere to all applicable record keeping policies including UHCMC, OHRP, FDA, etc. Investigators must also confirm with each involved DoD Component whether there are additional record keeping responsibilities (e.g., submission of research records to the DoD for archiving)
DoD educational requirements:  Initial and continuing research ethics education is required for investigators who conduct, review, approve, oversee, support, or manage human subjects research. Investigators are required to comply with these requirements, in additional to any DoD component-specific requirements.  Investigators must also ensure compliance with the UHCMC IRB policy, “Human Subject Protections Certification”.  
All individuals who may be involved in the review and processing of DoD related research protocols including the IRB administration office staff, IRB members, IRB Chair and Vice-Chairs, the Vice President for Research and Technology and UHCMC Office of Research Compliance staff must be aware of specific requirements executed in the DoD addendum.    Additional required review elements will be presented for consideration and the outcome documented as appropriate in the IRB minutes and on the IRB approval letters. 

Subject recruitment:  Military personnel are considered “vulnerable” populations, similar to house staff/students/medical personnel, and additional protections with respect recruitment and enrollment must be adhered to.  

Unit officers and senior noncommissioned officers (NCOs) in the chain of command shall not be present at the time of research subject solicitation and consent during any research recruitment sessions in which members of units under their command are afforded the opportunity to participate as research subjects. When applicable, officers and NCOs so excluded shall be afforded the opportunity to participate as research subjects in a separate recruitment session. During recruitment briefings to a unit where a percentage of the unit is being recruited to participate as a group, an ombudsman not connected in any way with the proposed research or the unit shall be present to monitor that the voluntary nature of individual participants is adequately stressed and that the information provided about the research is adequate and accurate. When recruitment involves a percentage of a unit, an independent ombudsman shall be present.

Financial Information:  The DoD has indicated that US Military personnel may not receive pay for more than one position for more than 40 hours of work in one calendar week (including individuals who are deemed temporary, part-time or intermittent appointments).  Investigators must take this into consideration if a research protocol involves US Military Personnel who may be compensated for research participation. 
Investigators must also take into consideration any DoD component specific research related injury provisions when determining how to proceed if a subject is injured as part of participation in a research protocol.   This information must be discussed in the protocol and consent form and approved by the IRB.  Extramural research will follow the Common Rule requirements.

Requirements for Obtaining Informed Consent: Consistent with Title 10, Chapter 49, section 980 of the United States Code “Limitation on use of humans as experimental subjects” and with 32 CFR 219, informed consent of the subject is required prior to involving the subject as an experimental subject.  Informed consent of the subject may not be waived unless it falls under one of the two situations below: 

1. If the subject lacks capacity, due to age, condition, or other reason, to make a decision regarding consent to participate in the research AND the research proposed will entail direct benefit to the subject who will be enrolled, prior consent may be provided by a legal representative of the subject.  The IRB must make a determination under 32 CFR 219 to allow the use of a legally authorized representative in such a situation. 

OR

2. Under DoD Directive 3216.2, paragraph 4.2. or subparagraph 4.2.1. prior informed consent may be waived by the Head of a DoD Component with respect to a specific research project to advance the development of a medical product necessary to the Armed Forces if the research project may directly benefit the subject and is carried out in accordance with all other applicable laws and regulations, including 21 CFR 50.24
If the research subject meets the definition of “experimental subject” a waiver of consent

is prohibited unless a waiver is obtained from the Secretary of Defense. If the research subject does not meet the definition of “experimental subject” the IRB may waive consent.
An exception from informed consent in emergency medicine research is prohibited unless a waiver is obtained from the Secretary of Defense.

Additional Resources: 

DoD directive:  http://www.dtic.mil/whs/directives/corres/pdf/321602p.pdf
31 CFR 219: http://ecfr.gpoaccess.gov/cgi/t/text/text-idx?c=ecfr&tpl=/ecfrbrowse/Title32/32cfr219_main_02.tpl  

Section 980 of title 10, United States Code:  http://frwebgate.access.gpo.gov/cgi-bin/getdoc.cgi?dbname=browse_usc&docid=Cite:+10USC980 

“AR 190–8/OPNAVINST 3461.6/AFJI 31–304/MCO3461.1: Enemy Prisoners of War, Retained Personnel, Civilian Internees and Other Detainees”, http://www.au.af.mil/au/awc/awcgate/law/ar190-8.pdf 

DoD Defense Research and Engineering: http://www.dod.mil/ddre/ddre_history.htm 
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