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INFORKATION PAPER 

DEPARTMENT OF DEFENSE REVIEW OF POLICIES CONCERNING THE 
PROTECTION OF HUMAN SUBJECTS 

INTRODUCTION 

The Department of Defense has reviewed its policies 
concerning the protection of human subjects, in accordance with 
the Executive Order of October 3, 1995 entitled **Protection of 
Human Research Subjects and Creation of National Bioethics 
Advisory Commissiontt. 
recent report of the Advisory Committee on Human Radiation 
Experiments (ACHRE), and have proposed changes to our current 
policies to specifically address recommendations appearing in 
that report. The principal mechanism to be used to effect 
changes in policy is through promulgation of a revised and 
updated DoD Directive 3216.2, "Protection of Human Subjects in 
DoD Supported Research" 

BACKGROUND 

We have been particularly sensitive to the 

0 1974 (May): DHEW publishes regulations (45 C.F.R. 46) for the 
Protection of human subjects in research. 
that grantee institutions establish institutional review boards 
(IRBS) to approve human subjects research proposals prior to DHEW 
funding review. 

Regulations require 

0 1974 (July): The National Research Act is signed into law, 
creating the National Commission for the Protection of Human 
Subjects of Biomedical and Behavioral Research. 

0 1982: President's Science Advisor, Office of Science and 
Technology Policy, appoints an Interagency Committee to develop a 
common federal policy for protection of human research subjects. 

_. 

o 1983: DoD issues Directive 3216.2, "Protection of Human 
Subjects in DoD Supported Research.It 

0 1986: Interagency Committee publishes a proposed common 
federal policy for the protection of human research subjects. 

0 1991: Final common federal policy, known as "the Common 
Rule," is published, codified in the regulations of fifteen 
federal agencies and adopted by CIA under executive order. 
COmlUOn Rule for DoD is codified at 32 C.F.R. 219. 

0 1993: DoD issues Policy Memorandum adopting basic protection 
concepts for research involving protected classes of human 
subjects such as pregnant women, fetuses, incarcerated persons 
and children. 



o 1994 (January): The President establishes ACHRE by executive 
order to review human radiation experiments conducted or 

o 1994 (June): ACHRE begins an intensive review of the 
Government's contemporary policies and practices regarding human 
subjects research. 

- sponsored by the federal government from 1944 to 1974. 

o 1994 (October): ACHRE formally issues its Final Report. The 
President orders all federal agencies that conduct, sponsor or 
regulate research involving human subjects to review existing 
policies and procedures for protection of human subjects. 

KEY FINDINGS OF ACHRE ON CONTEMPORARY HUMAN SUBJECTS RESEARCB 

o 
radiation research and human subjects of other biomedical 
research. 

No apparent differences in the treatment of human subjects of 

o Much (40-50 percent) human subject research poses only minimal 
risk of harm to subjects. No problems, or only minor problems 
exist in most minimal risk studies. 

o Complicated, more than minimal risk studies, are conducted 
where human subjects issues are carefully and adequately 
addressed. 

o Little evidence that patient subjects felt coerced or 
pressured to participate in research. 

o 
for protection of the rights and interests of human subjects." 

Serious deficiencies exist in "aspects of the current system 

Consent forms do not always provide adequate information. 

Consent forms may be misleading about the impact of 

Patients with serious illnesses may have unrealistic 

- 
- 
research participation on people's lives. 

- 
expectations about the benefits of being research 
subjects. 

- Secret human research can still be conducted today, and 
under some conditions informed consent can be waived. 

- 
the voluntariness of participation in research activities.I' 

Military settings may pose Ifspecial problems for ensuring 



- The demarcation between research activities and military 
duty, training, and medical care, is not always easy to 
discern for potential military subject-members. 

RECOMMENDATIONS OF ACIIRE FOR FUTURE PROTECTION OF HUMAN SUBJECTS 

In its final report, the Advisory Committee listed Six 
recommendations specifically directed to the nprotection of the 
rights and interests of human subjects in the future." Three of 
these recommendations contained multiple subparts. 
recommendation regarding classified research bears also on the 
human research policies of the Department. 

addressed through revision of DODD 3216.2 and/or implementing 
instructions of the Military Departments and Agencies. 
are beyond the scope of the Department's Directive and may 
require amendment of the federal "Common Rule" or legislative 
action. Some deal with broad, overarching ethical. considerations 
and will fall under the purview of the National Bioethics 
Advisory Commission. 

An additional 

Some of the Advisory Committee's recommendations can be 

Others 

SPECIFIC RESPONSES OF FEDERAL INTERAGENCY SUBGROUP TO ACHRE 
RECOMMENDATIONS 

An Interagency Subgroup on Enhancements to Human Subjects 
Protection was created by the cabinet-level Human Radiation 
Interagency Working Group. The role of the Subgroup was to 
develop a set of coordinated responses to the Advisory 

interests of human subjects in the future. The responses 
developed by the Subgroup cover a broad range of approaches, some 
that involve activities internal to the agencies and others that 
call upon external sources for implementation. 

I Committeels recommendations for the protection of the rights and 

In general, the responses to the Advisory Committee's 
recommendations cover the following categories of activities: 

o 
educate senior level officials on regulations and 
policies governing human subjects research. 

o Send official notifications to institutions conducting 
federally- funded research (a) reminding them of their 
ongoing responsibilities with respect to IRB review and 
(b) informing them of their new responsibilities 
regarding additional requirements to be incorporated 
into the informed consent procedures and forms. 

Implement training programs within federal agencies to 



o Develop educational programs in concert with extramural 
groups such as medical schools, universities, scientific 
societies, and others to strengthen activities in human 
subjects protection, to provide a forum for addressing 
ongoing as well as emerging issues in human research, and to 
familiarize professionals engaged in nonfederally funded 
research with the ethical considerations in conducting 
research involving human subjects. 

o Pool resources across federal agencies to conduct pilot 
projects to improve the efficiency and effectiveness of 
IRB review and to evaluate the Government's System for 
the protection of human subjects. 

o Remand specific ACHRE recommendations to the National 
Bioethics Advisory Commission, which will provide 
expert advice on issues of bioethics. 

o 
gaps in the current system for protecting human subjects. 

Consider proposing legislation to remedy some of the 

ACHRE RECOMMENDATIONS WHICH CAN BE ADDRESSED BY REVISION OF DOD 
DIRECTIVE AND/OR IMPLEMENTING INSTRUCTIONS 

o ACHRE Recommendation 9: The Advisory Committee recommends to 
the Interagency Working Group (IWG) that efforts be undertaken on 
a national scale to ensure the centrality of ethics in the 
conduct of scientists whose research involves human subjects. 

- Interagency Response: (a) The Government has, in recent 
years, mounted several activities that address this subject; 
the Subgroup's response lists eight specific examples from 
five federal agencies. A major effort will be launched to 
upgrade or expand these activities. 

- DoD Actions for Incorporation into revised DoDD 3216.2 

- 
Nuremberg Code, the Belmont Report, the Common Rule and 
related requirements as a standard for all activities 
involving human subjects research. 

Adopt investigator assurances of familiarity with the 

- Incorporate research ethics into graduate medical 
education curricula at Military Department teaching 
hospitals. 

- NOTE: The Interagency response to Recommendation 9 
contains three subparts. Subpart (a) is addressable 
by revision of DODD 3216.2; subparts (b) and (c) are 
not. 



o ACHRE Recommendation 10: The Advisory Committee recommends to 
the Interagency Working Group that the IRB component of the 
federal system for the protection of human subjects be changed in 
at least the five critical areas described below: 

- Subrecommendation 1: Mechanisms for ensuring that IRBs 
appropriately allocate their time so as to be able to 
adequately review studies that pose more than minimal risk 
to human subjects. 
alternative mechanisms for review and approval of minimal 
risk studies. 

This may include the creation of 

- Interagency response: Federal agencies will remind 
institutions and their IRBs that the current regulations 
provide for an expedited review process for certain 
categories of minimal risk research and for minor changes in 
ongoing research, and emphasize their continued and enhanced 
use of this mechanism. 

- DoD Actions for Incorporation into revised DoDD 
3216.2 

- Include specific language in the revised 
Directive to call attention to and emphasize the 
expedited review process for certain categories 
of minimal risk research that are detailed in the 
Common Rule (32 C.F.R. 219). 

- Subrecommendation 2: Mechanisms for ensuring that the 
information provided to potential subjects (a) clearly 
distinguishes research from treatment, (b) realistically 
portrays the likelihood that subjects may benefit medically 
from their participation and the nature of the potential 
benefit, and (c) clearly explains the potential for discomfort 
and pain that may accompany participation in the 
research. 

- Subrecommendation 3 :  Mechanisms for ensuring that the 
information provided to potential subjects clearly identifies 
the federal agency or agencies sponsoring or supporting the 
research project in whole or in part, and all purposes for 
which the research is being conducted or supported. 

- Subrecommendation 4:  Mechanisms for ensuring that the 
information provided to potential subjects identifies the 
financial implications of deciding to consent to or refuse 
participation in research. 

. 



- Interagency response: Implement the above three 
subrecommendations by instructing IRBs and investigators 
to address these issues in protocols and consent 
procedures and forms. 

- DoD Actions for Incorporation into revised 
DoDD 3216.2: 

- 
subrecommendations into revised DoDD 3216.2. 

Restate the provisions of these three 

- NOTE: Subrecommendations 2, 3, and 4 can be 
addressed for the Department unilaterally through 
revision of DODD 3216.2. However, substantial 
changes to informed consent procedures and/or consent 
forms will require modification to the federal 
"Common Rule" (and perhaps statutory changes) and 
close coordination with other federal agencies. 

- Subrecommendation 5: Recognition that if IRBs are to 
adequately protect the interests of human subjects, they 
must have the responsibility to determine that the science 
is of a quality to warrant the imposition of risk or 
inconvenience on human subjects and, in the case of ' 

research that purports to offer a prospect of medical 
benefit to subjects, to determine that participating in 
the research affords patient-subjects at least as good an 
opportunity of securing this medical benefit as should be 
available to them without participating in research. 

- Interagency response: Issue an official reminder 
to IRBs that they already have the responsibility to 
review the science in research proposals to determine the 
appropriateness of the use of human subjects in such 
research, and to stress that patients participating in 
therapeutic research should have access to the same level 
of medical care that would have been available to them 
were they not participating in research. 
authority to call upon external resources for expertise in 
areas not represented by their members. 

IRBs have the 

- DoD Actions for Incorporation into revised 
DoDD 3216.2: 

Restate the language of the Interagency 
. - 
response in the text of the revised DoDD 3216.2. 

0 ACHRE Recommendation 12: The Advisory Committee recommended 
to the Interagency Working Group that at least the following four 
steps be taken to improve existing protections of the rights and 



interests of military personnel with respect to human subjects 
research. 

- Subrecommendation 1: Review of policies and procedures. 
Policies and procedures governing research involving 
human subjects should be reviewed to ensure that they (1) 
clearly state that participation as research subjects by 
members of the armed services is voluntary and without 
repercussions for those who choose not to participate; 
and (2) clearly distinguish those activities that are 
research and therefore discretionary on the part of the 
member of the armed services from other activities that are 
obligatory, such as training maneuvers and medical 
interventions intended to protect the troops. 

- Interagency response: DoD Directives and Military 
Department regulations require the voluntary and fully 
informed consent of any person participating as a subject 
in research projects sponsored or conducted by the 
Department, as required by 32 C.F.R. 219 (the 
Common Rule). 

- 
DoDD 3216.2: 

DoD Actions for Incorporation into revised 

- DoD Directive 3216.2 currently cites 
voluntary informed consent requirements at 45 
C.F.R.46. 
Military Departments incorporate the full and 
voluntary informed consent requirements of 32 C.F.R 
219 and 10 U.S.C.980 by reference and restate these 
requirements within their texts. 
Directive 3216.2 will incorporate the full and 
voluntary informed consent provisions of 23 C.F.R. 
219 and 10 U.S.C 980 by reference and restate these 
requirements within its text for added emphasis. 

The implementing regulations of the 

The revised DoD 

- Subrecommendation 2: Appreciation of regulations: 
Education in applicable human subjects regulations should be 
a component of the training of officers and of investigators 
who may be involved in decisions regarding research on human 
subjects. Mechanisms are needed to ensure that officers 
expected to have command responsibilities and all officers 
engaged ineresearch, development, testing and evaluation have 
an adequate appreciation of regulations (including DoD 
regulations and directives, and service regulations) that 
bear on the conduct of research involving human subjects, 
including an appreciation of the conditions under which such 
regulations apply, the role of officers in interpreting such 
regulations, and how such regulations are to be implemented. 

. 

. .  



- Interagency response: DoD will incorporate education in 
human subjects regulations into executive level 
training for commanders and senior leadership. 
will also’incorporate methods for providing detailed 
training for investigators, institutional review 
board members, research administrators and research 
support personnel. 

DoD 

- DoD Actions for Incorporation into revised DoDD 
3216.2: 

- State requirement for education in human 
subjects regulations in the executive level 
training for commanders and senior civilian 
leadership who may be involved in decisions 
regarding research on human subjects. 
Departments will execute this policy through 
their implementing regulations. 

Military 

- State requirement for the provision of detailed 
training in human subjects regulations for 
individual investigators, institutional review 
board members, research administrators and support 
personnel. The Military Departments will execute 
this policy through their implementing regulations. 
This Dolicv shall atmlv onlv to the DeDartment’s 
intramural research activities. 

- Subrecommendation 3 .  Maximizing voluntariness: The 
Service Secretaries should consider the situation under 
which it would be appropriate to make obligatory two 
practices for maximizing voluntariness that have been 
applied on an ad hoc basis in some military research; 
first, that unit officers and senior noncommissioned 
officers (NCOs) who are not essential as volunteers in 
the research be excluded from recruitment sessions in 
which members of units are informed of the opportunity 
and asked to participate in research by investigators; 
and second, that an ombudsman not connected in any way 
with the proposed research be present at a l l  such 
recruitment sessions to monitor that the voluntariness of 
participation is adequately stressed and that the 
informatio? provided about the research is adequate and 
accurate. 

- Interagency response: 

- (a) DoD is revising its Directive or Military 
Department regulations such that officers and 



senior noncommissioned officers in the chain of 
command will not be present during research 
recruitment briefings. This requirement shall 
apply to research and development studies where 
briefings are given to potential subjects. 

- (b) DoD is also revising its Directive or 
Military Department regulations to require that an 
ombudsman be present at group briefings to monitor that 
the voluntary nature of participation is stressed and 
that adequate information is provided about the 
proposed research. 

- DoD Actions for Incorporation into revised 
DoDD 3216.2: 

- State requirement that officers and senior 
NCOs in the chain of command not be present 
during research recruitment briefings of 
personnel under their command. Requirement 
should be restated in the implementing 
regulations of the Military Departments. 

- State requirement that an ombudsman be 
present at group recruitment briefings. Execute 
this policy through the implementing regulations 
of the Military Departments. 

- Subrecommendation 4: Maintenance of a registry: The 
Secretaries of the Navy and the Air Force should be 
directed to adopt the policy of the Army, as detailed in 
Army Regulation 70-25, to maintain a registry of all 
volunteers in human studies and experiments conducted 
under research and development programs. 
make it easier to confirm participation in research by 
subjects and facilitate their long-term follow-up. 

Such registries 

- Interagency response: DoD is revising its Directive on 
human subjects research to include a provision that each of 
the Military Departments establish and maintain a registry 
of volunteers in biomedical studies conducted under research 
and development programs. 

- Do4 Actions for Incorporation into revised 
DoDD 3216.2: 

- 
establish and maintain a registry of volunteers 
in'biomedical studies conducted under research 
and development programs. 

State requirement that each Military Department 



ACERE RECOMMENDATIONS NOT ADDRESSABLE BY REVISION OF DOD 
DIRECTIVE 3216.2 AND/OR IMPLEMENTING INSTRUCTIONS 

0 ACHRE Recommendation 9: The Advisory Committee recommended to 
the Interagency Working Group (IwG) that efforts be undertaken on 
a national scale to ensure the centrality of ethics in the 
conduct of scientists whose research involves human subjects. 

- Interagency response (b): Invite associations of medical 
schools and universities as well as scientific societies to 
join with the Government in launching a broad initiative to 
heighten the consciousness of the research cornunity with 
respect to ethics of human subjects research. 
include the expansion of existing university-based research 
ethics programs and convening workshops in conjunction with 
the annual meetings of these different organizations. 

- Interagency response (c): The Office for Protection from 
Research Risks (OPRR) of the National Institutes of Health 
can convene, in conjunction with its counterparts in the 
other federal agencies, two to three regional workshops of 
IRB chairpersons to allow for the exchange of 
ideas/approaches, to stimulate the discussions of common 
problems and to address emerging issues in the arena of human 
subjects protection. 

the Human Radiation Interagency Working Group that a 
mechanism be established to provide for the continuing 
interpretation and application of ethics rules and principles 
for the conduct of human research in an open and public 
forum. 
Rule. 

These might 

0 ACHRE Recommendation 11: The Advisory Committee recommends to 

This mechanism is not provided for in the Common 

- Interagency response: The National Bioethics Advisory 
Commission would be the ideal body to implement this 
recommendation. Inasmuch as the NBAC is intended "to 
consider current and prospective issues pertinent to the 
conduct of research on human biology and behavior and to 
identify broad, overarching principles to govern the 
ethical conduct of such research", this recommendation 
fits very appropriately with the NBAC's charter. Under 
provisionseof the Federal Advisory Committee Act, all 
NBAC meetings would be open and provide for public 
access. 

0 ACHRE Recommendation 13: The Advisory Committee recommends 
that the Human Radiation Interagency Working Group take steps to 
improve three elements of the current federal system for the 



protection of the rights and interests of human subjects -- 
oversight, sanctions and scope. 

- Subrecommendation 1: Oversight mechanisms to examine 
outcomes and performance. 

- Interagency response (a): Develop an interagency 
grants program to stimulate the research community to 
propose a variety of approaches to evaluating the 
performance and outcomes of the Government's system 
for protecting the rights/interests of human subjects, 
e.g.! the recent program announcement of the National 
Institute of Mental Health seeking proposals for studying 
the informed consent process in research subjects with 
mental disorders. 

- Interagency response (b): strengthen the federal 
agency offices with the responsibility for oversight 
of human subjects protection. 

- Interagency response (c): Initiate a program for 
evaluating the cost effectiveness of different 
approaches for ensuring quality control of institutional 
systems for protection of human subjects. 

- Interagency response (d): Implement the NIH study to 
evaluate the implementation of the federally mandated 
Human Subjects Protection Program, specifically the extent 
to which the Program provides adequate protection for the 
rights and well-being of human subjects. 

- Subrecommendation 2: Appropriateness of sanctions for 
violations of human subjects protection. 

- Interagency response (a): Provide the same sanctions 
for violation of human subjects regulations as exist 
for violation of animal welfare regulations. 

- Subrecommendation 3: Extension of human subjects 
protections to nonfederally funded research. 

- Interagency response (a): Enact legislation that 
would extend requirements for protection of human 
subjects to research not funded or conducted by the 
federal government (such as most research involving 
assisted reproductive technologies). 

- Interagency response (b): Work with the American 
Medical Association, state medical societies and 
state licensing boards to launch an educational program 



to familiarize physicians and others engaged in 
nonfederally funded research with ethical considerations 
in conducting human subjects research. 

0 ACHRE Recommendation 14: The Advisory Committee recommends 
that the Human Radiation Interagency Working Group review the 
area of compensation for research injuries of future subjects of 
federally funded research, particularly reimbursement for medical 
costs incurred as a result of injuries attributable to a 
subject's participation in such research, and create a mechanism 
for the satisfactory resolution of this long-standing social 
issue. 

- Interagency response: This issue has been studied off and 
On over the last twenty years but, because of its complexity, 
has never reached resolution. With the establishment of the 
National Bioethics Advisory commission and the release of the 
ACHRE report calling for compensation of subjects involved in 
Cold War era radiation experiments, the time may be right for 
a definitive examination of the issue and development of 
recommendations/guidelines for compensation of injured 
human subjects. 

0 ACHRE Recommendation 15: Recommendations for balancing 
national security interests and the rights of the public 

- Subrecommendation 15a: The Advisory Committee recommends 
to the Human Radiation Interagency Working Group the 
adoption of a federal policy requiring the informed 
consent of all human subjects of classified research and 
that this requirement not be subjected to exemption or 
waiver. 

- NOTE: Current DoD policy requires the voluntary and fully 
informed consent of all human subjects of research and makes 
no distinction between classified and unclassified studies. 
At issue is ACHRE'S desire that the policy specifically 
direct that requirements for voluntary and fully informed 
consent not be subjected to exemption or waiver under any 
circumstances. 

- Subrecommendation 15b: The Advisory Committee recommends 
to the Human Radiation Interagency Working Group the adoption 
of a federal policy requiring that classified research 
involving human subjects be permitted only after the review 
and approval of an independent panel of appropriate 
nongovernment experts and citizen representatives, all with 
the necessary security clearances. 
charged with determining (1) that the proposed experiment has 
scientific merit; (2) that risks to subjects are acceptable 

This panel should be 



and that the balance of risk and potential benefit is 
appropriate; (3) that the disclosure to prospective subjects 
is sufficiently voluntary; and (4) whether potential subjects 
must have security clearances in order to be sufficiently 
informed to make a valid consent decision, and if so, how 
this can be achieved without compromising the privacy and 
voluntariness of potential subjects. 
of the panel's deliberations and of the informed consent 
documents and process should be maintained permanently. 
These records should be made public as soon as the 
national security concern justifying secrecy no longer 
apply - 

Complete documentation 

- NOTE: Creation of an independent panel to review and 
approve classified research involving human subjects 
is beyond the scope of DODD 3216.2. 
currently considering the appropriate approach to ensure the 
protection of human subjects in this area. 

The Department is . 


