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Protection of Human Subjects in DoD-Supported Research

(Based on Department of Defense Directive 3216.2 (3/25/2002)
A. APPLICABILITY AND DEFINITIONS

This policy applies to research involving human subjects that is supported by an extramural DoD Component through a contract, grant, cooperative agreement, or other arrangement.

1. Human Subjects in Research [32 CFR 219.102 (f)]
An experimental subject is a human being involved in an activity for research purposes, where there is an intervention or interaction for the primary purpose of obtaining data regarding the effect of the intervention or interaction.

a. 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, or the withholding of an intervention that would otherwise have been undertaken if not for the research purpose.

2. Minimal Risk in Research  [32 CFR 219.102(i)]
Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.

B. POLICIES

1. Protection of Human Subjects in Research. 
The rights and welfare of human subjects in research supported or conducted by DoD Components shall be protected. This protection encompasses basic respect for persons, beneficence, and justice in the selection of subjects.

a. The involvement of prisoners of war as human subjects of research is prohibited.
A prisoner of war is any person captured, detained, held, or otherwise under the control of Department of Defense (DoD) personnel (military and civilian, or contractor employee) except DoD personnel held for law enforcement purposes.

b. Exception from informed consent for emergency research is prohibited by the VA Office of Research and Development.

2. Prior Informed Consent of the Research Subject. 

No DoD Component may conduct or use appropriated funds to support research involving a human being as an experimental subject without the prior informed consent of the subject.

a. In the case of research intended to be beneficial to the subject, if the subject lacks capacity, due to age, condition, or other reason, to make a decision regarding consent to participate in the research, prior consent may be provided by a legal representative of the subject. 
    In any such case, the determination that research is intended to be beneficial to the subject must be made by an Institutional Review Board (IRB) 

b. For research not meeting the definition of research involving a human being as an experimental subject, the IRB may waive consent as described in 45 CFR 46.116(d).

c. The requirement for 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.

3. Prohibited Research Activities
Research involving use of human subjects for testing of chemical or biological agents is generally prohibited by 50 U.S.C. 1520a, subject to possible exceptions for research for prophylactic, protective, or other peaceful purposes (as described).

C. INDEPENDENT MEDICAL MONITOR AND ADDITIONAL PROTECTIONS

1. For research involving more than minimal risk (as defined in 32 CFR 219.102(i))

a. An independent medical monitor shall be appointed by name.  

b. Medical monitors shall be physicians, dentists, psychologists, nurses, or other healthcare providers capable of overseeing the progress of research protocols, especially issues of individual subject/patient management and safety. 

c. Medical monitors shall be independent of the investigative team and shall possess sufficient educational and professional experience to serve as the subject/patient advocate.

2. Medical monitor authorities and assessments 
a. The medical monitor may be assigned to assess subject recruitment, subject enrollment, data collection, or data storage and analysis.

b. At the discretion of the IRB, the medical monitor may be assigned to discuss research progress with the principal investigator, interview subjects, consult on individual cases, or evaluate adverse event reports.

c. The IRB may also require a monitor to review only a portion of the research or studies involving no more than minimal risk if appropriate.

d. Medical monitors shall promptly report discrepancies or problems to the IRB. 
They shall have the authority to stop a research study in progress, remove individual subjects from a study, and take whatever steps are necessary to protect the safety and well-being of research subjects until the IRB can assess the medical monitor's report.

3. Required additional protections for military research subjects to minimize undue influence for research involving more than minimal risk and also involving military personnel 

a. Unit officers and noncommissioned officers (NCOs) shall not influence the decisions of their subordinates to participate or not to participate as research subjects.

b. Unit officers and senior 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.

c. When applicable, officers and NCOs so excluded shall be afforded the opportunity to participate as research subjects in a separate recruitment session.

d. 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.

D. RESEARCH MISCONDUCT OR NONCOMPLIANCE AND ADDITIONAL REPORTING

1. Procedures to monitor and address the ethical conduct of research.

a. The DOD Components that conduct or support research shall ensure that data and data collection are conducted in an ethical manner.

b. In cases in which data are not collected in an appropriate manner, the VA IRB shall determine if the misconduct was intentional or reckless; was an isolated event or part of a pattern; had significant impact on the research record; or had significant impact on other researchers or institutions.


c. The VA IRB shall initiate and carry through on any actions that are necessary to ensure resolution of misconduct findings.

2. Reporting allegations of research misconduct

a. All findings of serious or continuing noncompliance or serious research misconduct shall be reported to the Director, Defense Research and Engineering, under the Under Secretary of Defense for Acquisition, Technology, and Logistics within 30 days of the determination by the VA IRB.

3. Institutional Reporting Requirements for all DoD Components:

a. Consistent with the institutional reporting requirements under DoD Directive 3216.02 (section 4.10) all events requiring notification to outside institutions under Policy 2.81RB Reporting Requirements to Institutional and External Officials shall be copied to the Human Research Protection Office at the DoD component involved in the research.

4. Reporting Requirements for Department of Navy (DON)-funded research
Reports to the DON Human Research Protection Program Office and appropriate sponsor(s) must occur for:

a. All suspensions or terminations of previously approved DON-supported research protocols; 

b. The initiation and results of investigations of alleged non-compliance with human subject protections;

c. Unanticipated problems involving risks to subjects or others, or serious adverse events in DON-supported research. 

The DoD template language for reporting subject injury is required.  The VA IRB may make additional injury disclosure decisions based on the nature of the injury and the participant population.
d. All audits, investigations, or inspections of DON-supported research protocols 

e. All audits, investigations, or inspections of the institution’s HRPP conducted by outside entities (e.g., the FDA or OHRP)

f. Significant communication between institutions conducting research and other federal departments and agencies regarding compliance and oversight 

g. All restrictions, suspensions, or terminations of institutions’ assurances.

5. Reporting Requirements to the HRPO for USAMRMC funded research

The Human Research Protections Office (HRPO) of the US Army Medical Research and Materiel Command (USAMRMC) requires approval of protocol amendments, acknowledgment or acceptance of continuing review documents, reporting of protocol deviations, serious adverse events, and unanticipated problems. (On occasion, these reporting requirements, or elements of these reporting requirements, may be requested for inclusion in the body of the protocol.

a. Major assessments and amendments that increase risk to subjects must be preapproved.

b. All other amendments must be submitted for acceptance with the continuing review report.

c. Unanticipated problems involving risks to subjects or others, serious adverse events related to participation, and deaths related to participation must be promptly reported. 

d. Suspensions, voluntary/involuntary clinical holds, or any terminations of the research must be promptly reported to the HRPO

e. Deviations that affect the safety or right of subjects or the integrity of the study must be promptly reported; exceptions (from approved inclusion/exclusion criteria or stopping criteria) must be pre-approved. 

f. Continuing Review reports and IRB approval documentation must be submitted as soon as the documentation is available. All amendments that occurred during the reporting period must be submitted at this time.

g. The final study report and any supporting documents must be submitted to the HRPO as soon as all documents become available. 

h. The knowledge of any pending compliance inspection/visit by the FDA, OHRP, or other government agency concerning the DOD supported research, the issuance of Inspection Reports, DBA Form 483, warning letters, or actions taken by any Regulatory Agencies including legal or medical actions and any instances of serious or continuing noncompliance with the regulations or requirements must be reported immediately to the HRPO.

i. Accurate and complete study records must be maintained and made available to representatives of the USAMRMC as a part of their responsibility to protect human subjects in research.

E. Additional Requirements for VA Research under a DOD Addendum

1. Scientific review prior to IRB review
New research protocols and substantive amendments to approved research must undergo scientific review and approval by the VA R&D Committee prior to IRB review. 

2. Limitations on compensation for U. S. military personnel must exist. 
Dual compensation must not occur, such that an individual must not receive pay or compensation for research occurring during active duty hours. However, US military personnel may be compensated for research if the subject is involved in the research when not on duty. If the research involves compensation for blood donations, payment cannot exceed $50 per blood draw (24 USC 30).

3. U.S. DoD survey research requires additional review. 
Surveys, other than those executed entirely within the command, typically require DoD Survey Review and Approval. Surveys performed on DoD personnel must be submitted, reviewed and approved by the DoD Survey Approval Manager after the survey instrument is reviewed and approved by the VA IRB. (For example, see the Navy Survey Policy entitled OPNAV Instruction 5300.8D.)

4. Recordkeeping requirements include maintaining adequate documentation of DOD- supported or -conducted research involving human subjects and establishing procedures for supporting DOD reporting requirements. 

5. All research involving the use of investigational test articles (drugs, devices and biologics) 
shall comply with U.S. Food and Drug Administration (FDA) regulations. For DON-supported research studies, investigators may not be designated as sponsor-investigators for IND’s and IDE’s. 

6. Classified research with human subjects is held to the same ethical principles and human subject protections as unclassified research and must receive prior approval from the Secretary of Defense (SECDEF) (SECDEF Memorandum of December 13, 1999). Classified research is not eligible for review under expedited review procedures.

7. For collaborative multi-site research, an appropriate written agreement shall be established between the collaborators that includes a Statement of Work (SOW) and specific assignment of responsibilities. 

a. The agreement should briefly describe the research, specific roles and responsibilities of each institution, responsibility for scientific and IRB review, recruitment of subjects, and procedures for obtaining informed consent. 

b. The agreement also should describe provisions for oversight and ongoing monitoring, reporting requirements, documentation retention, and compliance for the entire research project. 

c. All collaborators must ensure compliance with all relevant human subject protection regulations at their sites. Collaborating institutions that rely on other institutions’ IRBs for human subject protections to avoid duplication of effort must ensure that such reliance does not compromise any standards or requirements.

F. Research Ethics Education for DoD-sponsored Research    

a. This policy will be available for administrators, IRB Members, research staff and research subjects on the Ann Arbor VA Research Website. 

b. This policy will be provided to new IRB members with their “New IRB Member Orientation” training materials. 

c. The web-link to this policy will be added to the IRB Agenda and Minutes whenever the convened IRB will review a new, continuing or amended application for a DoD-sponsored research study.

d. The VA IRB primary reviewer will use a project-specific check-list for reviewing DoD sponsored research projects (new, continuing and substantial amendments). [Doc. 141]
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