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SUMMARY of CHANGE

AR 70-25
Use of Volunteers as Subjects of Research

This change is published to correct a serious error that occurred during the
finaleditingofthe currentrevision. Inattemptingtorespondtoguidancefrom

the Office of The Judge Advocate General that a subparagraph be moved from the
text of the regulation to appendix F, the wrong sub-paragraph was moved.
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Headquarters *Army Regulation 70-25
Department of the Army

Washington, DC

25 January 1990 Effective 24 February 1990

Research and Development

Use of Volunteers as Subjects of Research

requirements pertaining to the use of humariseesbug Pike, Falls Church VA
as research subjects funded by research, d®2041-3258.

velopmenttest and evaluatin appropria- . . )
tions This revisim provide guidane for Interim changes. Interim changes to this

establishing human use committees (HUCsjegulation are not official unless they are au-
Exc|uding limited situations, authority to ap_thentlcated by the Administrative Assistant to

By Order of the Secretary of the Army:
CARL E. VUONO

g:f’?’a;' 5‘./ rited States Army prove research using human subjects can Bee Secretary of the Army. Users will destroy

ero taff delegated within the military chain of com-interim changes on their expiration dates un-
Official: mand. less sooner superseded or rescinded.

. 4/ f Applic?b(;lity : This regulatiorlldappli(?s to re- Suggested Improvements. The propo-
Lo, search developmenttest and evaluation pentof this regulation is the Office of The

MILTON H. HAMILTON (RDTE) programs conducted by the ActiveSurgeon Gene?al Users are invited to send
Administrative Assistant to the Army. It does not apply to the Army Na- commers ard suégesda improvemesst on
Secretary of the Army tional Guard (ARNG) or the U.S. Army Re-

L A Form 2028 (Recommended Changes to
serve (USAR) unless there is involvement o ublicatios and Blark Form3 directy to

Active Army personnel. .
: : o ; Commander, U.S. Army Medical Research
History . This publication was last revised onormy management contro| process . and Developmen Co):nmand ATTN:

8 Augus 1988 Sine tha time permanent Thjs regulation is subject to the requirement : :

Change 1 has been issued. As of 25 Januagy AR 51—2. It contaigls internal coqntrol pro-§167|31D_5|3;’22F0n Detrick Frederick MD
199Q tha chang remairs in effect This yjsjons but does not contain checklists fof '

UPDATE printirg incorporatetha change conducting internal control reviews. A check-Distribution . Distribution of this publica-
into the text. This UPDATE printing publishesst will be published at a later date. tion is made in accordance with the require-
a Change 2. The portions being revised by thgupplementation . Supplementation of this ments on DA Form 12-09-E, block number
change are highlighted. regulation is prohibited unless prior approvaB724, intended for command level D for Ac-

Summary. This revisio implemerg De- 5 gptained from HQDA (DASG—RDZ), 5109 tive Army ard Nore for the ARNG and
partmen of Defeng (DOD)Directive USAR.

(DODD) 3216.2. It reflects the present legal

Content s (Listed by paragraph and page number) Chapter 3

Research, page 2
Chapter 1 General guidance 3-1, page 2
Introduction, page 1 Procedural guidance 3-2, page 3
Purposees 1-1, page 1
References 1-2, page 1 Appendixes
Explanation of abbreviations and termsl-3, page 1 A. Referencespage 8

Limitations « 1-4, page 1
B. Guidelines for Preparation of Research Protocol and/or Test

Chapter 2 Plan page 9

Responsibilities, page 1

The Under Secretary of Defense for Aquisition (USD (A)2-1, C. Human Use Committeepage 10
page 1 D. Expedited Review Categoriepage 11

Assistant Secretary of Defense (Health Affairs) (ASD (HAR-2, E. Instructions for the Completion of the Volunteer Agreement
page 1 Affidavit, page 11

Assistant Secretary of the Army (Research, Development, and
Aquisition) (ASA (RDA)) « 2-3, page 1 F. Exemptions page 12

The Deputy Chief of Staff for Personnel (DCSPER}—4, page 1 G. Legal Implications,page 13

The Surgeon General 2-5, page 1

Commander, Soldier Support Center—National Capital Region H. Volunteer Data Basepage 13
(SSC-NCR)e 2-6, page 1

Major Army commanders 2-7, page 2 Glossary

Commanders of RDTE organizatioms2—8, page 2

Other responsibilities 2-9, page 2

*This regulation supersedes AR 70-25, 25 September 1989.
AR 70-25 « 25 January 1990 i
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Chapter 1 the DOD representative on matters relating to implementation of
Introduction Food and Drug Administration (FDA) regulatory requirements.
1-1. Purpose 2-3. Assistant Secretary of the Army (Research,
This regulation— Development, and Aquisition) (ASA (RDA))

a. Prescribes Army policy on the conduct and management of The ASA (RDA) will manage all DA RDTE activities, including
human subjects in testing, including— those in which human use is planned.

(1) Command responsibilities.

(2) Review process requirements.

(3) Approval authorities.

(4) Reporting requirements.

b. Allows a decentralized approval option for those elements that
have established review committees and an internal review process,

2-4. The Deputy Chief of Staff for Personnel (DCSPER)
The DCSPER will—

a. Supervise and review RDTE activities under the Army Person-
nel Performance and Training Program.
b. Within established areas of responsibility, monitor RDTE in-
Ilving human subjects to ensure implementation of policies con-
tained in this regulation.
c. Approve or disapprove those studies involving alcohol and
ug abuse programs.

1-2. References
Required and related publications and prescribed and referencec&r
forms are listed in appendix A.

. o 2-5. The S G |
1-3. Explanation of abbreviations and terms The Su%eol#]rgggﬂera?n(?rrge) Will—
Abbreviations and special terms used in this regulation are ex-

N . a. Prepag policies and regulatios on researt usirg human
plained in the glossary. pee p 9 &

subjects.

b. Establish and maintain the Human Subjects Research Review
Board(HSRRB), chaired by the Assistant Surgeon General for Re-
search and Development.

c. Establish and maintain the Human Use Review and Regulatory
Affairs Office (HURRAO) attached to the U.S. Army Medical Re-
search and Development Command (USAMRDC) and reporting to
the Assistant Surgeon General for Research and Development.
d. Approve or disapprove research proposals from major Army
ommands (MACOMSs) that do not have a HUC or an internal re-

1-4. Limitations

a. Nothing in this regulation is intended to supersede require-
ments for health hazard or other safety review required by Depart-
ment of the Army(DA) regulations.

b. Nothing in this regulation limits the authority of a health care
practitioner to provide emergency care under laws that apply in the
jurisdiction in which care is provided.

c. Protocols for the use of drugs or Schedule | controlled sub- c
stances for investigational purposes will be approved as per ARiew process.

40-7. e. Provide an evaluation of protocols as described in paragraphs

d. The guidance in this regulation pertains to the following, re- 5_1 anq 2-4 above and 2-6. below. to the following $iedd
gardless of whether conducted by DA, a contractor, grantee, or Othe'bffices or cor’nmand:‘ ' ’

agency utilizing Army funds: (1) The USD (A).
(1) Biomedical research and behavioral studies involving human 5y The DCSPER.
subjects. (3) Upon request, the Commander, SSC-NCR.

(2) RDTE involving new drugs, vaccines, biologicals, or inves- ¢ ‘Be ‘the approval authority for studies and research protocols

tigational medical devices. , , involving huma subject usirg Schedw | controlle drug
(3) Inclusion of human subjects, whether as the direct object of g pstances.

research or as the indirect object of research involving more than ¢ e the approval authority for research involving minors, or

minimal risk in the development and testing of military weapon qiher vulnerable categories of human subjects, when subjects are
systems, vehicles, aircraft, and other materiel. The determination ofyards of a State or other agency, institution, or entity.

whether a research protocol involves more than minimal risk will be 1, ge the approval authority for MACOM or agency requests to
made by review committees established in accordance with paraggtaplish a HUC and a human use review process.

graph 3-B of this regulation. , i. Manage the Army’'s Health Hazard Assessment Program and
(4) Research involving deliberate exposure of human subjects t0assess health hazards of medical and nonmedical materiel.
nuclear weapons effect, to chemical warfare agents, or to biological j. Direct medical followup, when appropriate, on research sub-
warfare agents. _ . jecs to ensue tha ary long-rang problers are detectd and
(5) Activities funded by non-Army resources in which the human treated.
subjects are DA military or civilian personnel. k. Report on a frequent basis, findings associated with classified
e. See appendix F for a listing of research exempt from the investigational drug and device studies to the USD (A), the ASD
requirements of this regulation. (HA), and the FDA.

I. Be the approval authority for all in-house and contract resear-
ch(other than that noted in paras 2-1, 2-2, 2—-4, and 2-6) involving
human subjects for which the Army has been designated the execu-

Chapter 2 tive agent. Except for those categories of research noted above for
Responsibilities which TSG is specifically designated as the approval authority, the

. authority to approve such research may be delegated by TSG within
2-1. The Under Secretary of Defense for Aquisition (USD the military chain of command to the lowest level operating a
(A) human-subjestreviev proces approve pursuahto paragraph

In accordance with DOD Directive 3216.2, the USD (A) or designee 3_ox
will be the approval authority for studies involving the actual expo-
sure of human subjects to nuclear weapons effect, chemical warfarg—6. Commander, Soldier Support Center—National

agents, or biological warfare agents. Capital Region (SSC-NCR)

The Commander, SSC-NCR, will be the approval authority in ac-
2-2. Assistant Secretary of Defense (Health Affairs) (ASD cordance with AR 600-46 for attitude and opinion surveys or Army
(HA)) occupational surveys.

In accordance with DOD Directive 3216.2, the ASD (HA) serves as

AR 70-25 « 25 January 1990 1
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2—7. Major Army commanders (6) Ensure that the research has been approved by the proper

These commanders will— review committee(s) before starting, changing, or extending the
a. Monitor RDTE involving personnel within their command to study.

ensure effective implementation of the policies and procedures con- (7) Ensure that all subjects, including those used as controls, or

tained in this regulation. their representatives are fully informed of the nature of the research
b. Provide assistance to volunteer recruiting teams. to include potential risks to the subject.
c. Ensure that only individuals who freely volunteer to participate  (8) Ensure that investigational drugs or devices are administered
are enrolled in research protocols or studies. only to subjects under their personal supervision, or that of a
previously approved associate investigator.
2-8. Commanders of RDTE organizations (9) Ensure that a new principal investigator (Pl) is appointed if
These commanders will— the previously appointed Pl cannot complete the research (for exam-
a. Ensure the effective implementation of the policies and proce- ple, permanent change of station (PCS), retirement, etc.).
dures contained in this regulation. (10) Apprise the HUC of any investigator's noncompliance with

b. Use the established review process through TSG’s HSRRB forthe research protocol.
all protocols and test plans or establish a HUC and implement (11) Seek HUC approval for other investigators to participate in
review process consistent with the policies and procedures containeghe research.
in this regulation. (12) Ensure that research involving attitude or opinion surveys
c. Ensure that research volunteers are adequately informed conare approved in accordance with AR 600-46 ¢8R below).
cerning the risks associated with their participation, and provide d. Volunteer recruiting teams. Members will—
them with any newly acquired information that may affect their (1) Establish volunteer requirements prior to recruitment.
well-being when that information becomes available. (2) Coordinate recruiting activities with unit commanders.
d. Comply with AR 40-10, AR 70-10, AR 385-16, AR 602-1, (3) Undertake recruiting in a moral, ethical, and legal manner.
and AR 602-2 in planning and conducting development and/or e. Medical monitor. The medical monitor is responsible for serv-

operational testing. ing as advocate for the medical safety of volunteers. The monitor
o will have responsibilities as determined by the approving official
2-9. Other responsibilities _ and the authority to suspend or terminate the effort consistent with
a. Members of the HSRRB will— . _ the policies and procedures contained in this regulation.
(1) Evaluate methods by which DA involves human subjects in
research.

(2) Recommend policy to TSG on the treatment of volunteers
consistent with current moral, ethical, and legal standards. (See apChapter 3

G for legal implications.) Research
(3) Evaluate research protocols and test plans submitted to TSG
for approval. 3-1. General guidance
b. The Chief of the HURRAO will— a. Only persons who are fully informed and volunteer in advance

(1) Provide, for TSG, administrative support for the HSRRB. t0 take part may be used as subjects in research;except, when the
(2) Conduct a compliance review of all protocols submitted to measures used are intended to be beneficial to the subject, and
TSG for approval. informed consent is obtained in advance from a legal representative
(3) Submit DA-sponsored Notices of Claimed Investigational Ex- On the subject's behalf. . _
emption for a New Drug (INDs) and Investigational Device Exemp-  P. Nothing in this regulation is intended to limit the authority of a

tions (IDEs) directly to the FDA. health care practitioner to provide emergency medical care under
(4) Submit DA-sponsored New Drug Applications (NDAs@pPplicable law of the jurisdiction in which care is provided.
directly to the FDA. c. Any human tissue or body fluid, obtained by autopsy, and used
(5) Maintain DA record files for IND and NDA submissions to N research will be donated for such purpose. The donor will be the
the EDA. next of kin or legal representative of such person.Donation is made
(6) Conduct post-marketing surveillance for NDAs sponsored by PY written consent and relinquishes ownership and/or rights to the
DA. tissue or fluid. Consent to donate will not preclude payment for such

7) Serve as the DA point of contact for policies and regulations d‘?“aﬁor‘_- Organ donatior_1 intended for transplant will be accom-
on( guman use in RDTE programs. P ¢ plished in accordance with AR 40-3, chapter 18.

(8) Advise and assist MACOMs and DA staff agencies that con-  d- Any tissue or body fluid linked by identifiers to a particular
duct research or sponsor research by contracts and grants that ir?_erson, obtained by surgical or diagnostic procedure and intended
volve the use of human volunteers. or use in research will be dona'_[ed for such pgrpose.The don_or will

c. Investigators will— be the person from whom the tissue or fluid is removed or, in the

(1) Prepare a protocol following the policies and procedures in leeve;;t r%f ?ee:gﬂt:trivleeg;! gﬁ?ﬁ'lny of thgt petfsonz the r('jethOf quttor
this regulation. g p person.Donation is made by written

consent and relinquishes ownership and/or rights to the tissue or
(2) Prepare adequate records on— . I fluid. Consent to donate does not preclude payment for such
(a) Receipt, storage, use, and disposition of all investigational

drugs, devices, controlled drug substances, and ethyl alcohol donation. P L .

b YC hi ‘t ies that d all ob ' i d oth d t e. The determination of level of risk in a research protocol will
. (b) Case histories that record all observations and other A% e made by a HUC established in accordance with this
important to the study.

. . regulation.(See app G for a complete listing of legal implications.)
(c) Volunteer informed consent documents (see app E). The prin- f Moral. ethical and leqal con n th f human :
cipal investigator will fill in the information in parts A and B of DA - Moral, ethical, and legal concepts on the use of human subjects

. h will be followed as outlined in this regulation. Voluntary consent of
Form 5303-R and inform the subject of each entry on the form. 9 y

includi | q the human subject is essential. Military personnel are not subject to
(3) Prepare progress reports, including annual reports, as detery nishment under the Uniform Code of Military Justice for choos-

mined by the approving authority and regulatory agencies. g not to take part as human subjects. Further, no administrative
(4) Promptly notify the approving authority, through the medical ganctions will be taken against military or civilian personnel for
monitor, and the HUC of adverse effects caused by the reseamhchoosing not to participate as human subjects.
(5) Report serious and/or unexpected adverse experiences involv- g. RDTE using human subjects is conducted in such a manner

ing the use of an investigational device or drug to the sponsor andpat risks to the subjects are minimized and reasonable in relation to
the FDA in accordance with AR 40-7. anticipated benefits.

2 AR 70-25 « 25 January 1990
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h. The proposed number of subjects is the minimum needed tothe best qualified to recruit volunteers for a study and should be the
ensure a statistically valid conclusion. primary recruiters whenever possible.

i. The research is conducted in such a manner as to avoid unnec- gq. Only persons judged qualified by the appropriate approving
essary physical and mental suffering. Preparations are made andfficial will conduct research involving human subjects.
adequate facilities provided to protect the subject and investigators r. A medical monitor is appointed by name if the HUC or ap-
against all foreseeable injuries, disabilities or death. Such research iproving official determines that the risk is more than minimal. A
not to be conducted if any reason exists to believe that death omedical monitor may be appointed to minimal risk or less than

injury will result. minimal risk studies if so determined by the HUC or approving
j. Volunteers are given adequate time to review and understandauthority. The principal investigator may function as medical moni-
all information before agreeing to take part in a study. tor only in situations where no other physician is reasonably availa-

k. Volunteers are authorized all necessary medical care for injury ble and approval for the principal investigator to function as medical
or disease that is a proximate result of their participation in researchmonitor is granted by TSG. Requests for the principal investigator
(1) Medical care for civilian employees who volunteer and who to function as the medical monitor will be sent to the Assistant
perform duty as a volunteer during their regularly scheduled tour of Surgeon General for Research and Development, c/o Headquarters,
duty will be provided in accordance with AR 40-3. U.S. Army Medical Research and Development Command, ATTN:
(2) Medical care costs for all other categories of personnel, who SGRD-HR, Fort Detrick, Frederick, MD 21701-5012.
under the provisions of AR 40-3 are routinely authorized care in a S. Safeguards or special conditions imposed on a protocol by a
military MTF will be waived for the volunteer while in the hospital, HUC may not be reduced or waived by the approving official upon
if the volunteer would not normally enter the hospital for treatment approval of the protocol. The approving official may require addi-
but is requested to do so to facilitate the research. This also applie§onal safeguards, may disapprove the protocol, or may refer it to a
to a volunteer's extension of time in a hospital for research whenhigher review and approving authority.
the volunteer is already in the hospital. t. User testing, as defined in AR 71-3, which involves the use of
(3) Subsistence charges for all other categories of personnel, exvolunteers, is reviewed and approved by a HUC established in
cept for active duty and retired commissioned officers, may be accordance with this regulation.
waived in the circumstances noted in (2) above. The costs for U. Research on medical devices is conducted in accordance with

subsistence charges for commissioned officers may be reimbursed t&art 812, Title 21, Code of Federal Regulations (21 CFR 812)
the officer by the research organization. v. Emergency one-time use of an investigational drug or medical

(4) Costs of medical insurance coverage or direct charges fordevice is accomplished to the extent permitted under applicable law
medical care for volunteers participating in research performed by a@nd in accordance with AR 40-7. _ _ _
contract or grant may be negotiated between the DA contracting W- Public Affairs guidelines on the release of information are in
officer and the contractor or grantee. (See app G.) AR 360-5.

I. Information obtained during, or as a result of, aré
epidemiologic-assessment interview with a human im=¥. ) o
munodeficiency virus(HIV) serum positive member of the Armed a. Duties. MACOM c_ommgnders and organization heads conduc-
Forces may not be used to support any adverse personnel actioHng RDTE research involving human subjects will—

%1) Publish directives and regulations for—

against the member. (See glossary for definition of the term a) Protocol and/or test plan preparation (see app B).

“epidemiologic-assessment interview,” “serum positive member of .
the Armed Forces,’and “adverse personnel action.”) (b) The use of voluntefers. as subjects of research conducted or
§ponsored by the organization.

_m. Research may _be conducted outside the United _States tha (c) The procedures for reporting and responding to reports of
involves non-U.S. citizens (for example, research on diseases ofi

o : : ; > _—improper use of volunteers as subjects of research conducted or
military interest, such as malaria, that are not endemic to the Un'tedsponsored by the organization.

:rt%tesr)éc';g\é\f\gr’tr:g tgguﬁ?rnd?navx?r{i ésrlﬁkrl]ere;earch,hthe Iawz, cm:séoms (d) The procedures to assure that the organization can accomplish
P y search 1S conducted Ofq “duty to warn” (see para 3h2for a discussion of “duty to

those required by this regulation, whichever are more stringent, wiIIW m’)
take precedence. The research must meet the same standards o? y : . P
. o . (2) Forward one copy of published regulations and directives(see
ethics gnd se.\fety that a}pply to research conducted W'Fh'n the Unite 1) above) to the Assistant Surgeon General for Research and De-
S;eﬁes |n|\_/ol\grg U.S. C|t_|zen|s, and will be conducted in accordanceyg|oyment, c/o Headquarters, U.S. Army Medical Research and De-
with applicable international agreements. elopment Command, ATTN: SGRD-HR, Fort Detrick, Frederick,
n. The use of prisoners of war and detainees as human researcfyp '21701-5012. within 60 days of publication

subjects is prohibited. . (3) Establish a HUC, if appropriate (sébelow).

0. Minors may be enrolled as human research subjects when the (4) gqtaplish a system that permits the identification of volun-
following conditions are met: i . . teers who have patrticipated in research conducted or sponsored by
_ (1) The research is intended to benefit the subject, and any riskpat command or organization. Such a system will be established in
involved is justified by the expected benefit to the minor. accordance with AR 340-21. (App H describes data elements which

(2) The expected benefits are at least as favorable to the minor agq g comprise such a system.)

those presented by available alternatives. _ b. Establishing a HUCAs noted in paragraph 2b8commanders
(3) A legally authorized representative has been fully informed o heads of RDTE organizations will either use TSG’'s HSRRB or
and voluntarily consents, in advance, for the minor to participate inimplement their own HUC.

the research. o . (1) HUCs will be established for research conducted by DA in
(4) The minor, if capable, has assented in writing.In determining 5ccordance with appendix C.

whether the minor is capable of assenting, the HUC will consider —(2y |nstitutional review boards will be established by contractors
the minor's age, maturity, and psychological state. The HUC may o grantees in accordance with 45 CFR 46.

waive assent for some or all minors involved in the study if it~ (3) RDTE organizations which establish an internal review proc-

2. Procedural guidance

determines that the— . . o ess will forward the items listed below to the Assistant Surgeon
(a) Capability of some or all of the minors is so limited that they General for Research and Development, c/o Headquarters, U.S.
cannot be reasonably consulted, or Army Medical Research and Development Command, ATTN:

(b) Procedure involved in the research holds out a prospect forsGRD-HR, Fort Detrick, Frederick, MD 21701-5012.
direct benefit that is important to the health or well-being of the  (5) Seea(2) above.

minor, and is available only in the context of research. (b) A listing of the membership of the HUC and the curriculum
p. The personnel responsible for the conduct of the research argjtae for each member.

AR 70-25 « 25 January 1990 3
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(4) Newly established HUCs may not review research protocols page will be initialed by the volunteer and the witness. This form is
until the items in(a) and (b) above are reviewed and approved by not appropriate for research performed by contract. The volunteer
TSG. agreement will be written in language that is easily understood by

c. Protocol and/or test plan review before submission to a HUC. the subject. In research conducted outside the United States involv-

(1) A protocol or test plan will be prepared for all research ing non-U.S. citizens, a locally produced form in the subject’'s na-

requiring approval pursuant to this regulation. Certain studies maytive language may be used. An English translation of the form will
be exempt(see app F). The format in appendix B should be fol-be provided to the HUC.
lowed, but may be modified to meet local requirements. DA Pam e. Protocol and/or test plan review after submission to the local
70-21 and DA Pam 71-3 provide guidance for preparation of testHUC.
plans and equivalent documents. Protocols and test plans are exempt (1) HUC actions.
from management information requirements per AR 335-15, para (a) The HUC determines the level of risk associated with the
5-20. An informed consent document will be prepared using DA protocol or test plan.
Form 5303-R (Volunteer Agreement Affidavit), or functional equiv- (b) The HUC may make the following recommendations to the
alent, in accordance with appendix E dbeow). DA Form approving authority: Approved, approved with modification, defer
5303-R will be reproduced locally o#28 by 11-inch paper. A copy  review to higher authority, disapproved, or exempt from further
for reproduction is located at the back of this regulation. human use review.

(2) If a study calls for the use of tissue or fluids obtained from a  (c) The HUC requires that the information given to subjects as a
human, and is not an exempt study as defined by appendix Fpart of the informed consent is in accordance with the applicable
paragraphe, then a protocol is prepared.The following must be portions of appendix E. The committee may require that informa-
considered in determining whether informed consent is required. tion, in addition to that specifically mentioned in appendix E, be

(a) Fluid or tissue obtained at autopsy: informed consent géven to the subject when, in the HUC's judgement, the information
required. would meaningfully add to the protection of the rights and welfare

(b) Fluid or tissue obtained at surgery or as the result of aof the subject.
diagnostic procedure and linked by identifiers directly or indirectly  (d) The HUC reviews research involving minors. The committee
to a particular person intended for research: informed consent iswill determine if assent is required and establish the method
required. documenting such assent. The committee may waive the require-

(c) Fluid or tissue obtained at surgery or as the result of a diag-ment for assent provided the HUC finds and documents that the
nostic procedure not intended for research and not linked by identi-research could not practicably be carried out without the waiver (see
fiers: no informed consent is required. para 3-b(4)).

(d) Fluid or tissue obtained from a tissue or blood bank which is  (e) The HUC reviews research involving wards of a State agency,
linked to a personal identifier and the research data is recorded irand other vulnerable categories of human subjects. The HUC deter-
such a manner as to identify the donor: informed consentnines if the use of such a category of subjects is warranted.lf, in the
required. opinion of the committee, the use of this category of subjects is

(e) Fluid or tissue obtained from a tissue or blood bank, which is appropriate, then the protocol is forwarded through command chan-
linked to a personal identifier, but the research data is recorded innels to the Assistant Surgeon General for Research and Develop-
such a manner that the donor’s identity is unknown: no informed ment, c/o Headquarters, U.S. Army Medical Research and
consent is required. Development Command, ATTN: SGRD-HR, Fort Detrick, Frederi-

(f) Fluid or tissue obtained from a tissue or blood bank which is ck, MD 21701-5012, for approval.
not linked to a personal identifier: no informed consent is required.  (f)y The HUC conducts a continuing review of the research ap-
Note. (The informed consent document used in these cases may be the DAproved by the HUC at intervals appropriate to the level of risk, but
Form 5303-R, an overprinted consent for surgery or autopsy, or other format least annually. The format for the review (for example, progress
approved by the HUC and the forms management office at the organization.yeport from the investigator) will be determined by the HUC.

(3) The protocol or test plan is submitted to a scientific review (g) A HUC reviews research involving medical devices.If, in the
committee composed of individuals qualified by training and experi- opinion of the HUC, the device does not pose a significant risk to
ence, and appointed by the commander of the unit to evaluate théhe research subject, the organization will not be required to submit
validity of the protocol. The purpose of this peer review is to assurean IDE to the FDA.
that the protocol design will yield scientifically useful data which (h) Certain categories of research may be reviewed by the HUC
meets the objective(s) of the study. The committee recommenda-using the expedited review proceduresgirelow.
tions and actions taken by the investigator in response to the recom- (i) Exempt categories of research are discussed in appendix F.
mendations are submitted with the protocol to the HUC. (2) Approving official actionsApproving officials—

(4) When applicable, the protocol or test plan will be submitted (a) Will accept or reject the recommendations of the HUC.
to the radioisotope/radiation control committee, or equivalent, estab-Safeguards or special restrictions imposed on a protocol by a HUC
lished in accordance with TB MED 525. The committee recommen- may not be reduced or waived by approving officials upon approval
dations and actions taken by the investigator in response to thosef the protocol or test plan.
recommendations are submitted with the protocol to the HUC. (b) May require additional safeguards, may disapprove the proto-

(5) When applicable, the protocol will be submitted to theol or test plan, or may refer it to a higher review committee and
SSC-NCR for research which calls for the use of an attitude orapproving authority.
opinion survey, as defined by AR 600-46. If such studies are(c) Appoint a medical monitor (see glossary) for all studies that
planned, the SSC-NCR must be contacted to determine whether thare greater than minimal risk.
survey requires approval of that Center. This information should (d) Obtain a health hazard assessment prior to approving a re-
accompany the proposal when it is submitted for review.Surveyssearch protocol or test plan involving human subjects in the opera-
that cross command lines or are sent to other Services requirgion of military materiel.
approval. Inquiries should be directed to Commander, SSC-NCR, (e) Notify the investigator of their decision to approve or disap-
Attitude and Opinion Survey Division, ATTN: ATNC-MOA,200 prove the research proposal, or of modifications required to secure
Stovall Street, Alexandria, VA 22332-0400 (AUTOVONapproval.

221-9680). (f) Ensure the continued evaluation of research programs by the

d. Informed consent documentatiocfhe subject's agreement to  program or project manager or equivalent official to assure that the
participate in the study will be documented using DA Form 5303-R, policies and procedures established by this regulation are being
or functional equivalent, in accordance with appendix E. If addi- followed.
tional pages are required, plain bond paper will be used and each (g) Will, when higher approval authority is required, forward two
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copies of the research protocol or test plan, informed consent docu- (b) If research is conducted in-house, primary responsibility rests
mentation (DA Form 5303-R, or functional equivalent if applica- with the component to which the principal investigator is assigned.
ble), all minutes of committees reviewing the protocol, and the (c) |f research is not funded by a DOD or DA component and
commander’s recommendations through command channels to thgnere is no DOD or DA principal investigator, primary responsibility

Assistant Surgeon General for Research and Development, \g/Qs yith the component to which the prospective human subject is
Headquarters, U.S. Army Medical Research and Development Com'assigned.

mand, ATTN: SGRD-HR, Fort Detrick, Frederick, MD (3) Studies funded by the Uniformed Services University of the

21701-5012. .
Health Sciences (USUHS) or the Defense Nuclear Agency are re-

f. Actions taken by an organization without a local HUC. . . - e ;
(1) The investigator accomplishes the actions noted above viewed and approved in accordance with policies established by the
' funding activity, and DODD 3216.2.

(2) The commander or organizational head accomplishes the ac

tions noted ine(2)(d) above, and forwards the protocol with his or ~ j. RecordsOrganizations or agencies conducting research involv-
her recommendations, through the military chain of command, toing volunteers will maintain records in accordance with AR
the next level of command having an approved HUC. 25-400-2, which are pertinent to the research conducted.These re-

g. Expedited review proceduréEhese procedures are as follows: cords will include, at a minimum—

(1) Research activities involving no more than minimal risk and (1) Documentation of approval to conduct the study.
in which the only involvement of human subjects will be in one or (2 A copy of the approved protocol or test plan.
more of the categories listed at appendix D may be reviewed by the
HUC through the expedited review proce_dure. _ Form 5303-R).

(2) The HUC may also use the expedited review procedure to .
review minor changes in previously approved research during the (4) A summary of the results of the research, to include any
period for which approval is authorized. Under an expedited review Untoward reactions or occurrences. (See app H for a discussion of
procedure, the HUC chairman or one or more HUC reviewers desig-the composition of the Volunteer Data Base.)
nated by the chairman may carry out the review. The reviewers may k. Contractors or granteesContractors or grantees holding an
exercise all of the authorities of the HUC except that of disapproval. approved Department of Health and Human Services(DHHS) Form
Research may be disapproved only after review according to theHHS 596 (Protection of Human Subjects Assurance/Certification/
nonexpedited procedure i@ above. Declaration) are considered in compliance with this regulation. (See

(3) Each HUC using an expedited review procedure adopts afig 3—1 for sample DHHS Form HHS 596.) In the absence of such
method for keeping all members and the commander advised ofan assurance, a special assurance will be negotiated by the contract-
approved proposals. ing officer with the contractor or grantee. Organizations can verify

(4) The approving official may restrict, suspend, or end a HUC’s that a contractor has a valid DHHS Form HHS 596 by contacting
use of the expedited review procedure when necessary to protect thghe Assistant Surgeon General for Research and Development, c/o
rights or welfare of subjects. Headquarters, U.S.Army Medical Research and Development Com-

h. Duty to warn.Commanders have an obligation to ensure that mand, ATTN: SGRD-HR, Fort Detrick, Frederick, MD
research volunteers are adequately informed concerning the risk$1701-5012. Even though a contractor has a review process which
involved with their participation in research, and to provide them g consistent with Federal law (that is, 45 CFR 46), it is incumbent

‘t’)\’it.h anyh newliy aptguired .infot;mation that rln(?ll E_‘l_f{]eCt dtheir well-5on the approving official to administratively review the protocol
eing when that information becomes available.The duty to wam, ,sgyre that it complies with the policies established in this

exists even after the individual volunteer has completed his or herregulation
participation in research. To accomplish this, the MACOM or . o

agency conducting or sponsoring research must establish a system |- Technical reports and publications.

which will permit the identification of volunteers who have partici- (1) Technical reports will be prepared in accordance with AR
pated in research conducted or sponsored by that command or ageq0-31 and follow the format established in MIL-STD 847B or its
cy, and take actions to notify volunteers of newly acquirgevisions.

(3) The volunteer's signed informed consent (for example, DA

information. (Seea above.) | _ (2) Publications regarding the results of DA conducted research
i. Determining responsibility for review of protocols when more will be released by the approving official in accordance with the
than one DOD or DA component is involvadthe commander will  provisions of AR 360-5 and will contain the following statement:

determine primary responsibility based upon consideration ‘Ghe investigators have adhered to the policies for protection of
whether the subjects are inpatients or outpatients of a DOD medicahyman subjects as prescribed in AR 70-25.”

treatment facility (MTF); whether the study is conducted in-house or

. ; . (3) Publications regarding the results of DA sponsored research
by contract; or whether the prospective subjects are members of a d db i dh h
DOD component. conducted by contract or grant will note adherence with 45 CFR 46,

(1) When the research, regardless of in-house or contract statusf,’1S amended.

involves use of patients in a DOD MTF, the component to which M- Requests for exceptions to poliRequests for exceptions to
the MTF belongs organizationally will have primary resporRolicy are submitted to the Assistant Surgeon General for Research

sibility;except as provided in (3) below. and Development, c/o Headquarters, U.S. Army Medical Research
(2) For research not involving the use of inpatients at a DOD and D_evelopment Command, ATTN: SGRD-HR, Fort_Detnck,
MTF, primary responsibility rests as follows: Frederick, MD 21701-5012. Requests will then be submitted to
(a) If the research is done on grant or contract, primary responsi-T1SG’s HSRRB for evaluation and recommendation to TSG; and
bility rests with the component providing funds. TSG’'s recommendation to the ASD (HA) or USD (A), as
appropriate.
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SAMPLE
OME No. 00280837
DEPARTMENT OF NEALTH AND HUMAN SERVICES O erant  Gd contract [ recLow [ otwen
PROTECTION OF HUMAN SUBJECTS O New [Jcompeung [ Nencompeting [ sunpiements
ASSURANCE/CERTIFICATION/DECLARATION continuation continustion

& omemaL I FoLLowwe [ exemprion APPLICATION IDENTIFICATION NO. I/ known]

(previously undesignated)

POLICY: A resserch sctivity involving human subjects that is not exempt from HHS regulations may not be funded uniess an Institu-
tions! Review Bosrd (IR B) has reviewed and spproved the activity in sccordance with Section 474 of the Public Heaith Service Act as
impiemented by Title 45, Part 46 of the Code of Federal Reguistions {45 CFR 46—as revisad). The applicant institution must submit
certification of IRB aoproval to HHS unless the applicant institution has designated a specific exemption under Section 46.101(b) which
applies (0 the propossd resserch activity. Institutions with an assurance of complisnce on file with HHS which covers the proposed
sctivity should submit certification of |RB review and approval with sach spplication. (In exceptional casss, certification may be sc-
cepted up to 60 days after the receipt date for which tha application is submitted.) in the case of institutions which do not have an
sssurance of complisnce on file with HHS covering the proposed activity, certification of IR8 review and approval must be submitted
within 30 days of the receipt of 8 written request from HHS for certification.

1. TITLE OF APPLICATION OR ACTIVITY

Evaluation of Meflogquine in the Treatment of P.falciparum malaria
2. PAINCIPAL INVESTIGATOR, PROGRAM OIRECTOR, OR FELLOW

John Boslego, MD
3. FOOD AND DRUG ADMINISTRATION REQUIRED INFORMATION (09 reverse side)
e —
€. HHS ASSURANCE STATUS

(30 This institution hes an spproved assurance of complience on file with HHS which covers this activity.
M1369 Assurencs identification number

IR8 identificstion number

D No speurance of comeliencs which soplies to this activity has been established with HHS but the applicant institution will provide written sssurence of
comaliancs and certification of IRB review and spprovel in sccordance with 48 CFR 48 upon request.

8. CERTIFICATION OF IRB REVIEW OR DECLARATION OF EXEMPTION

This sctivity has been reviewed and approved by an IRS in accordance with the requirements of 48 CFR 48, including its relevant Subparts. This certiti-
cation fulfills, when appliceble, requirements for certifying FOA status for sach investigationsl new drug or device (see reverse side of this form),

Oate of IRB review and approval. (/f spproval is pending, write “pending”. Followup certification is required.)
{month/day fyeer)

£ #un Board Review O expedited Review

D This sctivity contains multiple projects, some of which have not been reviewed. The IRB has granted spprovel on condition that all projects covered by
45 CER 48 will be reviewsd and spproved befors they are initisted and thet sppropriste further certification fform MMS 896) will be submitted.

3 Humen subjects are involved but this activity qualifies for axemption under 48.101(b) in accordance with peragraph _____ (insert peregraph num-
ber of exemption in 46.101{b), 1 through S}, but the institution did not designate that exemption on the application.

6. Each official signing below certifies that the information provided on this form is correct and that esch institution
assumes responsibility for sssuring required future reviews, approvels, and submissions of certification.

APPLICANT INSTITUTION COQPERATING INSTITUTION
NAME, ADDAESS, ANO TELEPHONE NO. NAME, AOORESS, AND TELEPHONE NO.
Wonderful University

PO Box 7
Anywhere, State 65473

NAME AND TITLE OF OFFICIAL (print or type) NAME AND TITLE OF OFFICIAL {print or type)
William D. Clyde, Jr
Chancellor for Health Affairs

SIGNATUNE OF OFFICIAL :ﬁo ASOYE (and date] FSIGNATURE OF OFFICIAL LISTED ABOVE fanddee)

) y/}» 447}

HHS 896 (Rev. 1/82) 4 (1 sagitions! spece is nesded, plesse use reverss side under *Notes.”)

Figure 3-1. Sample DHHS Form HHS 596
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SAMPLE

3. FOOD AND DRUG ADMINISTRATION REQUIRED INFORMATION (from front side)
According to 48 CFR 48.121, if en spplication is made 10 HHS requiring certification end invalving use of an investigational new drug or device, sddi.
tigas! informetion is raquired, In addition, sccording 10 21 CFR .312.1(e)(2), 30 days must slapes between date of receipt by FDA of Form #D- 1§71
and use of the drus, uniess the 30 dey delsy period is weived by FOA,

3s. INVESTIGATIONAL NEW DRUG EXEMPTION (i more thee one i /moived, list others beiow under NOTES):

SPONSOR NAME

Hoffman LaRoche, Inc

ODRUG NAME
Mefloquine, 250 mg tablet
DATE OF END OF J0-DAY EXPIRATION OR WAIVER NUMBER 188UESD
1 Apr 85 IND 1423

3b. INVESTIGATIONAL DEVICE EXEMPTION:
SPONSOR NAME

OEVICE NAME

Unless notified otherwise by FOA, under 21 CFR 812.2(b) (ii) a sponsor is deamed to have an approved IDE if: (1) the 1RB has agreed
with the sponsor that the device is a nonsignificent risk device; and (2) the |RB has approved the study. (Check spaiicsbie box.)

E_‘l The IRB agrees with the sponsor that this device is a nonsignificent risk device.

3 Twe IDE application wes submitted to FDA on (date) . Number issued _____ .

p— o e e — — e e ———
NOTES:

HHE 908 (Rev. 1/82) BACK ‘ " amo ses-eas

Figure 3-1. Sample DHHS Form HHS 596—Continued
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Appendix A TB MED 525

References Occupational and Environmental Health Control of Hazards to
Health from lonizing Radiation Used by the Army Medical

Section | Department. (Cited in para 3(2).)

Required Publications
Section |l

AR 25-400-2 Related Publications

The Modern Army Recordkeeping System (MARKS). (Cited in A relatel publicatio is merey a soure of additionk infor-

paras 3—-Pand C-6) mation. ®huse does nat haw to real it to understah this
regulation.

AR 40-3
Medical, Dental, and Veterinary Care. (Cited in paracand k. AR 11-2

Internal Control Systems

AR 40-7
Use of Investigational Drugs in Humans and the Use of Schedule IAR 40-38
Controlled Drug Substances. (Cited in paras cl24x(5), and Clinical Investigation Program
3-1v)
AR 40-66
AR 40-10 Medical Record and Quality Assurance Administration
Health Hazard Assessment Program in Support of the Materiel
Acquisition Decision Process. (Cited in para @)8 AR 70-14
Publication and Reprints of Articles in Professional Journals
AR 70-10
Test and Evaluation During Development and Acquisition of AR 70-65
Materiel.(Cited in para 2eBand the glossary.) Management of Controlled Substances, Ethyl Alcohol, and
Hazardous Biological Substances in Army Research, Development,
AR 70-31 Test, and Evaluation Facilities
Standards for Technical Reporting. (Cited in paral(3)2
AR 600-50
AR 71-3 Standards of Conduct for Department of the Army Personnel
User Testing. (Cited in para 3:)
AR 611-3
AR 335-15 Army Occupational Survey Program (AOSP)
Management Information Control System. (Cited in para(3)2
DODD 3216.2
AR 340-21 Protection of Human Subjects in DOD-Supported Research. (To
The Army Privacy Program. (Cited in paras &4 and H-1.) obtain this publication, see MIL-STD 847B, sec |, above.)
AR 360-5 DODD 6465.2
Army Public Affairs, Public Information (Cited in paras &&nd 3- Organ Disposition After Autopsy. (To obtain this publication, see
21(2).) MIL-STD 847B sec |, above.)
AR 385-16 FM 3-9/AFR 355-7
System Safety Engineering and Management.(Cited in paih) 2-8 Military Chemistry and Chemical Compounds
AR 600-46 DHHS Regulation, 45 CFR 46
Attitude and Opinion Survey Program. (Cited in paras 2-6;(22), Protection of Human Subjects. (This publication is available from
and 3-2(5).) Commander, USAMRDC, ATTN: SGRD-HR, Fort Detrick,
Frederick, MD 21701-5012.)
AR 602-1
Human Factors Engineering Program. (Cited in paral.p-8 FDA Regulation 21 CFR subchapters A, D, and H
Food and Drugs. (This publication is available for reference at the
AR 602-2 local installation staff judge advocate office.)
Manpower and Personnel Integration (MANPRINT) in Materiel
Acquisition Process. (Cited in para 8:8 Memorandum of Understanding between the FDA and DOD
Investigational Use of Drugs by Department of Defense, May 21,
DA Pam 70-21 1987. (This publication is available from the Commander,
The Coordinated Test Program. (Cited in parac@)) USAMRDC, ATTN: SGRD-HR, Fort Detrick, Frederick, MD
21701-5012.)
DA Pam 71-3
Operational Testing and Evaluation Methodology and Procedures10 USC 980
Guide.(Cited in para 3e?1).) Limitation on the Use of Humans as Experimental Subjects.(This
publication is available for reference at the local installation staff
MIL-STD 847B J’udge advocate office.)
Format Requirements for Scientific and Technical Reports Prepare

by or for the Department of Defense. (Cited in pard(B}3 (This 10 USC 1102

publication is available from the Naval Publications and Forms Restriction on the Use of Information Obtained During Certain
Center,5801 Tabor Avenue, Philadelphia, PA 19120-5099 using DD Epidemiologic-Assessment Interviews. (This publication is available
Form 1425(Specifications and Standards Requisition).) for reference at the local installation staff judge advocate office.)

8 AR 70-25 « 25 January 1990



Case4:09-cv-00037-CW Document47-3  Filed10/23/09 Pagel3 of 28

Unnumbered Publication b. Age range.

Convention on the Prohibition of the Development, Production, and c. Sex.

Stockpile of Bacteriological (Biological) and Toxin Weapons and on  d. Inclusion criteria. Specific and detailed reasons for inclusion

their Destruction, Article I. (This article is printed as a part of the should be presented.

publication entitled “Arms Control and Disarmament Agreements: e. Diagnostic criteria for entry.

Text and Histories of Negotiations”, and is available from the U.S.  f. Evaluations before entry. Entries should include x ray, physical

Arms Control and Disarmament Agency, Washington, D.C. 20451.) examinations, medical history, hematology, chemistry, and urinaly-
sis as deemed appropriate.

Section 1l g. Exclusion criteria. Include a complete list detailing the sub-

Prescribed Forms jects, diseases, and medications that are excluded from the study.
h. Source of subjects. Describe briefly where the subjects will be

DA Form 5303-R obtained.

Volunteer Agreement Affidavit. (Prescribed in para c§i}) i. Subject identification. Describe the code system used.

j- Analysis of risks and benefits to subjects; risks to those con-
ducting research.

k. Precautions to be taken to minimize or eliminate risks to sub-
DD Form 1425 jects and those conducting the research.

Specifications and Standards Requisition . Corrective action necessary. _ _
m. Special medical care or equipment needed for subjects admit-

DHHS Form HHS 596 ted to the project.
Protection of Human Subjects Assurance/Certification/
Declaration.(Only the contractor or grantee will obtain and use this
form. This form after approval, however, is shown to the contracting
officer as proof of the contractor’s or grantee’s compliance with this
regulation. See para 32fig 3-1, and the glossary.)

Section IV
Referenced Forms

B-7. Evaluations made during and following the project
An evaluation may also be represented by using a project schematic.
It is very important to identify in the protocol the person who will
perform the evaluations below.

a. Specimens to be collected.

(1) Amount and schedule of collections.

(2) Evaluations to be made on specimens.

Appendix B (3) Storage. State where and if special conditions are required.
Guidelines for Preparation of Research Protocol (4) Labeling and disposition.
and/or Test Plan (5) Laboratories performing evaluations.
(6) Special precautions for subject and investigators.
B-1. Project title b. Clinical assessmentsnclude how adverse effects are to be
Enter complete project title. (If an amendment, the words “Amend- recorded.
ment to. . . . .. " must precede the project title.) c. Vital signs.When desired and frequency.
d. Follow up procedures
B-2. Investigators e. Disposition of dataState location and duration of storage.
a. Principal investigator. f. Methods used for data collectioBtate critical measurements
b. Associate investigators. used as end points to characterize safety, efficacy, or equivalency.
B-3. Location of study B-8. Departure from protocol for individual patients
List of facilities to be used. a. When allowedUse flexible but definite criteria.
b. Who will be notified(For example, patient, HUC, approving
B—4. Time required to complete official.)

Give month and year of expected start and completion dates.
B-9. Incidents
B-5. Introduction a. Definition of incidents.
a. Synopsis. b. Immediate reporting.
(1) One-page summary of proposed study similar to the abstract c. Routine reporting.
of a scientific paper. o
(2) Major safety concerns for human subjects briefly highlighted. B-10. Modification of protocol _ _
b. Military relevancy Explain briefly the medical importance and Dest_:r'lbe the procedure to be followed if the protocol is to be
possible usefulness of the project. modified, terminated, or extended.
c. ObjectivesState briefly, but specifically, the objectives of the
project. Include items below when applicable.
(1) Study design. B-12. Use of information and publications arising from
(2) Type of subject population observed. the study
d. Status.State what has been accomplished or published in the
proposed area of study. Describe the way in which the project will B-13. Special or unusual funding implications
relate to, or differ from, that which has been accomplished.
e. Bibliographylist all references used in preparing the
protocol.

B-11. Examples of all forms to be used in the protocol

B-14. Name and telephone number of the medical
monitor, when applicable

B-15. Human use committee
Prief explanation of which HUC will provide initial, continued, and
annual review.

B-6. Plan
Outline expected accomplishments in enough detail to show a clea
course of action. Include technological validity of procedures and
chronological steps to be taken. The plan should include, as ag_1g Signature of appropriate approving official and date
minimum, the information shown below on the study subjects.

a. Number of subjects. Give the total number of subjects ex- B-17. Documentation
pected to complete the study. a. Completed DA Form 5303-R.
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b. Institutional review of scientific and human use issues. given) are not initiated without HUC review except to eliminate
c. HUC review with commander’s approval. immediate hazards to the subject.
d. Biographical sketch of principal and associate investigators. (4) Ensuring prompt reporting to the HUC and approving official
of unexpected problems involving risks to the subjects or others.
b. Will review proposed protocols at meetings attended by a
majority of members except when an expedited review is used (see

Appendix C _ C-3 below). For the protocol to be approved, it will receive the
Human Use Committees approval of a majority of those members present.
) c. Will report to the approving official any serious or continuing
C-1. Membership . noncompliance with HUC requirements and determinations found
a. Membership will include only full-time Federally employed by investigators.

persons. . ) ) d. Will conduct continuing review of research studies at intervals
b. Each HUC will have at least five members. Members will ,oper to the degree of risk, but not less than once per year.

have diverse backgrounds to ensure thorough review of research o \wii have the authority to observe or have a third party ob-
studies involving human volunteers as research subjects. Memberggrve the consent process and the investigation.

should be sufficiently qualified through experience and expertise. ¢ i maintain a current list of HUC members. Members will be
The racial and cultural backgrounds of members and their sensitivity;qaniified by name, earned degrees, representative capacity and
to such issues as community attitudes should ensure respect for thell, o rjence such as board certificates and licenses. The information
advice and counsel in safeguarding the rights and welfare of human,;ji e complete enough to describe each member's chief expected

subjects. . _ ) contributions to HUC reviews.Any employment or other relationship
c. Besides having the professional competency to review researchyanyeen members and the institution will be noted.
studies, the HUC will be able to determine if the proposed research g. May recommend safeguards or special conditions to a

is acceptable.Acceptability will be in terms of Army Medical De- protocol.if the HUC does so, the approving official may take the
partment (AMEDD) commitments and regulations, applicable law, following action:

and standards of conduct and practice. A HUC may review research
periodically that involves vulnerable categories of human subjects,
(for example, those individuals with acute or severe physical or
mental illness; or those who are economically or educationally dis-
advantaged). Therefore, it will include one or more persons con-
cerned primarily with the welfare of these subjects.

d. Normally, no HUC may consist entirely of men or women, or

members of one profession. However, the approving official may c_3 gxpedited review procedures

waive this requirement in those cases in which compliance is; see appendix D for a list of categories of investigations that
impractical. the HUC may review in an expedited review procedure.

e. Each HUC will include at least one member whose primary  p see paragraph 3gor the expedited review procedure that
concerns are nonscientific; for example, lawyers, ethicists, g8 HUC will follow.

members of the clergy.Should a given proposal include more than
minimal risk, a physician will be included as an ad hoc member of C—4. Criteria for HUC approval of activities/investigations
the committee. requiring volunteers
f. Each HUC will include at least one member who is not other-  a. In evaluating risks and benefits for research investigations, the
wise affiliated with the institution and who is not part of the imme- HUC should consider only those that may result from the
diate family of a person affiliated with the institution. Thignvestigation.
requirement may be met by appointing a member of an institution or b. To approve investigations covered by this regulation, the HUC
organizational unit not subject to the immediate authority of the will determine that all of the requirements below are met.
approving official. (1) Risks to subjects are minimized by using procedures that
g. Except to provide information requested by the HUC, no HUC are—
member may take part in a review of any project in which the (a) Consistent with sound investigation design and do not un-
member serves as the principal investigator or associate investigatomecessarily expose subjects to risk.
h. A HUC may invite persons with special competence to assist (b) Already being used on the subjects for diagnosis or treatment,
in the review of complex issues that require expertise beyond thatwhen appropriate.
available on the HUC. These persons may not vote with the HUC. (2) Risks to subjects are reasonable in relation to anticipated
i. The approving official may not be a member. The approving benefits to subjects.
official may not approve research for which he or she is also a (3) In making an assessment for the selection of subjects, the
principal or associate investigator. A higher echelon of command HUC should take into account the—
must review and approve such research projects. (a) Purpose of the investigation.

. . (b) Setting in which the research investigation will be conducted.

C-2. Functions and operations (4) Informed consent will be sought from each prospective sub-
Each "_'UC_ ) . ject or the subject’'s legally authorized representative.

a. Will observe written procedures for the fqllowmg: (5) Informed consent will be properly documented.

(1) Conducting the initial and continuing review of the resear-  (g) The plan makes adequate provision for monitoring the data
ch.Included are reporting findings and actions to the investigator co|jected to ensure the safety of subjects when appropriate.
and the approving official. (7) Adequate provisions exist to protect the privacy of subjects

(2) Determining those projects that must be— and to maintain the confidentiality of data when appropriate.

(a) Reviewed more often than yearly. c. Some or all of the subjects may be vulnerable to coercion or

(b) Verified from sources other than the investigators, that no undue influence such as persons with acute or severe physical or
material changes have occurred since the previous HUC review. mental illness, or those who are economically or educationally dis-

(3) Ensuring prompt reporting to the HUC of proposed changes advantaged. If so, proper additional safeguards will be included in

in the research. Each HUC will ensure that changes in approvedhe study to protect the rights and welfare of these subjects.
projects (during the period for which approval has already been

(1) Not reduce the safeguards or conditions if he or she approves
e protocol.

(2) Require additional safeguards.

(3) Disapprove the protocol.

(4) Refer the protocol to a higher echelon approving authority
and review committee.
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C-5. Suspension or termination of approved research C-8. Legal review
investigation Prior to establishing a HUC, the commander or organizational head
a. A HUC will have the authority to suspend or end an approved will obtain legal counsel from the staff judge advocate.
investigation that—
(1) Is not being conducted according to the HUC's requirements.
(2) Has been associated with unexpected serious harm
subjects.
b. Suspensions or terminations of research will include a state-
ment of the reasons for the HUC’s action. They will be reported p_1 Hair, nails, teeth
promptly to the principal investigator and approval official. Collection of—

a. Hair and nail clippings in a nondisfiguring way.
b. Deciduous teeth.
c. Permanent teeth if patient care indicates a need for extraction.

Athendix D
Expedited Review Categories

C—-6. HUC records

a. A HUC will prepare and maintain adequate documents on
HUC activities, including—

(1) Copies of all protocols reviewed, scientific evaluations that p_o Excreta and secretions
accompany the proposals, approved sample consent documeiifection of—
progress reports submitted by investigators and reports of injuries 5 Excreta and external secretions including sweat and uncannu-
and adverse reactions. lated saliva.

(2) Minutes of HUC meetings showing attendance; actions taken p, pjacenta at delivery.
by the HUC; the vote on these actions, including the number of . ampiotic fluid at the time of rupture of the membrane before
members voting for, against, and abstaining on a decision; the bas%r during labor.
for requiring changes or disapproving the investigation; and a writ-
ten summary of the discussion of controverted issues and theifp_3  physical data

resolution. Recording of data from subjects who are 18 years of age or older,
(3) Records of continuing review activities. using noninvasive procedures routinely employed in clinical prac-
(4) Copies of all correspondence between the HUC and ttiee. This category—

investigators. a. Includes the use of physical sensors that are applied either to
(5) A list of HUC members. the surface of the body or at a distance and do not involve input of
(6) Written procedures for the HUC. matter or significant amounts of energy into the subject or an inva-
(7) Statements of significant new findings. sion of the subject's privacy.

b. The records required by this regulation will be retained per- P- Includes such procedures as—
manently (see AR 25-400-2). Such records will be reasonably ac- (1) Weighing.
cessible for inspection and copying by authorized DA personnel and (2) Electrocardiography.

representatives of the FDA. (3) Electroencephalography.
(4) Thermography.
C-7. Conflict of interest (5) Detection of naturally occurring radioactivity.

a. It is essential that the members of the HUC continue to be (6) Diagnostic echography.

perceived and, in fact, are free from conflict of interest in their daily  (7) Electroretinography.

duties and especially in regards to the protocols they review. c. Does not include exposure to electromagnetic radiation outside
b. The issue of conflict of interest has been addressed by publicthe visible range (for example, x rays or microwaves).

law, DOD directive, and Army regulation. The situations discussed

below are merely examples of the types of activities and relation-D—4. Blood

ships which may result in conflict or the appearance of conflicts of Collection of blood samples by venipuncture, in amounts not

interest. They are by no means the only ways that conflicts arise.exceeding 450 milliliters in an 8-week period and no more often
(1) The potential for personal or financial gai committee than two times per week.Subjects will be 18 years of age or older,

member who is deliberating a protocol which is to be performed by in good health, and not pregnant.

a contractor, in which the member or a member of his or her

immediate family is a corporate officer, stockholder, consultant or D-S5. D_ental plague and _Cal_culus o
employee, could be accused of conflict of interest if he or she votedCollection of both supragingival and subgingival dental plague and
on the protocol, regardless of his or her vote. calculus.The procedure must not be more invasive than routine pro-

(2) The potential for personal rewaré committee member who phylactic scaling of the teeth. The process must be accomplished

is affiliated with a protocol in the capacity of principal, associate or according to accepted prophylactic techniques.

co-investigator, could be accused of conflict of interest if he or she D—6. Voice records

voted on the prqtocol, regardle§s _Of his or her vote. Voice recordings made for research purposes such as investigations
(3) Command influenceThe mission (for example, the purpose ¢ speech defects.

of the research) should not override or obscure its methods. It is

imperative that the committee, through its members, continue to bep_7. Exercise

recognized as a reasonable, deliberative body, whose bias is thgioderate exercise by healthy volunteers.

safety and welfare of the research subject.It is incumbent upon each

committee member to assure his or her concerns regarding they_g. Existing data

moral, ethical, and legal issues of each protocol are answered to histydy of existing data, documents, records, or pathological or diag-

or her satisfaction before voting according to his or her consciencenostic specimens.
c. Commanders and organizational heads will establish a method

to ensure that each committee member is familiar with the pertinentD—9. Behavior

laws and regulatory guidance regarding conflict of interest. Research on individual or group behavior or characteristics of indi-

viduals, such as studies of perception, cognition, game theory, or
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test development, where the investigator does not manipulate thenay become pregnant) that are currently unforeseeable. (Possible
subject’'s behavior and research will not involve stress to subjects.genetic effects to the offspring of males should be addressed when
applicable.)
b. The anticipated circumstances under which the subject’'s par-

. ticipation may be terminated by the investigator without regard to
Appendix E ) the subject’'s consent.
Instructions for the Completion of the Volunteer c. Any additional costs to the subject that may result from partic-
Agreement Affidavit ipation in the study.

d. The consequences of a subject’s decision to withdraw from the
study and procedures for the orderly end of the subject’s
participation.

e. A statement that new findings developed during the course of
the study which could affect the subject’s willingness to continue
will be given to the subject.

E-3. Description of the study f. The approximate number of subjects involved in the study.
A statement that the study involves research. An explanation of the 9- The precautions to be observed by the subject before and after
purpose of the study and the expected duration of the subject'sthe study. _ )
participation. A description of the procedures to be followed. An . If photographs are to be taken, the degree to which actions
identification of any experimental procedures. A statement giving Will be taken to protect the identity of the subject.

E-1. Title and location
The title of the study and place where it is to be conducted.

E-2. Principal investigator
The name of the principal investigator conducting the study.

information about prior, similar, or related studies that provide the i. A statement as to whether the results of the research will be

rationale for this study. made known to the subject.

E—4. Risks E-12. Disposition of the informed consent

A description of any reasonably foreseeable risks or discomforts toThe Principal investigator will retain the original signed informed

the subject. consent.A copy will be provided to the volunteer. If the volunteer
consents, the investigator will provide a copy of the signed DA

E-5. Benefits Form 5303-R to the medical records custodian for inclusion in the

A description of the benefits, if any, to the subject or to others that volunteer's medical treatment record(AR 40-66, paraf.p-2
may reasonably be expected from the study. If there is no benefit to
the subject, it should be so stated.

E-6. Alternative treatment A)F()pr%n('zilxnlz
When applicable, a disclosure of proper alternative procedures orE emptions
courses of treatment, if any, that might be advantageous to theF_1 Exempt activities

subject. Activities in which human subjects are involved in one or more of

the categories below are exempt from this regulation.

a. Routine epidemiological surveys that are of no more than
minimal risk as set forth in the human protection regulations issued
by the DHHS (45 CFR 46). (See the glossary for the definition of

E-7. Confidentiality

A statement describing the extent, if any, to which confidentiality of
records identifying the subject will be maintained. Also, in the case
of an investigational drug or medical device protocol, a statement idemioloaical
noting that the FDA may inspect the records. If the study is being epidemiological survey.)_ . S

performed by a contractor, a statement noting that representatives of b. Research in educational seftings which involves normal educa-

. tional practices such as—
the DOD may inspect the records. (1) Regular and special education strategies.

E—8. Points of contact (2) The effectiveness of, or the comparison among, techniques of
An explanation of whom to contact for answers to pertinent ques-instruction, curricula, or classroom management methods.

tions about the study and the study subject’s rights, and whom to C- Research that involves the use of educational tests when the
contact in the event of a study-related injury to the subject. Thisdata is recorded in such a way that subjects cannot be identified
should include a name or office and the commercial arfliréctly or indirectly.

AUTOVON telephone numbers. d. Research that involves survey, interview procedures, or the
observation of public behavior (including observation by partici-
E-9. Subject’s rights pants) except where all the following exist:
A statement that— (1) Responses or observations are recorded in such a way that
a. Participation is voluntary. subjects can be identified directly or indirectly.
b. Refusal to participate will involve no penalty or loss of bene- ~ (2) The subject’s responses or recorded observations, if they be-
fits to which the subject is otherwise entitled. come known outside the research, could reasonably place the subject

c. The subject may discontinue participation at any time without at risk of criminal or civil liability, or would damage the subject’s
penalty or loss of benefits to which the subject is otherwise entitled. financial standing or employability.
(3) The research deals with sensitive aspects of the subject’s
E-10. Compensation behavior, such as illegal conduct, drug use, sexual behavior, or use
For a study involving more than minimal risk, an explanation as to of alcohol.
whether any compensation and medical treatment are available if e. Research involving the collection or study of existing data,
injury occurs and, if so, what they consist of, or where further documents, records, or pathological or diagnostic specimens, if these

information may be obtained. sources are publicly available or if the information is recorded in
such a way that subjects cannot be identified directly or indirectly.
E-11. Cautions f. Individual or group training of military personnel such as com-
When appropriate, one or more of the elements of information bat readiness, effectiveness, proficiency, or fithess exercise (for ex-
below will also be given to each subject. ample, Army Training and Evaluation Program (ARTEP), Skill

a. A statement that a certain treatment or procedure may involve Qualification Test (SQT)). Evaluation of the training’s effect on the
risks to the subject (or to the embryo or fetus if the subject is orindividual participants may or may not be exempt depending on
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how the evaluation is made (for example, drawing of blood is not Workmen’s Compensation law, except persons covered by the survi-

exempt). vor's insurance provisions of the Social Security Act (42 USC 402).
g. Job related tasks of military or civilian personnel who are Reimbursement of the employer for additional costs by reason of

qualified to test by duty assignments that call specifically for such this liability for his or her employees will depend upon the terms of

qualifications. each contract. These employees are not disqualified from prosecut-
h. Inclusion of human subjects as the indirect object of researching claims against the government under the Federal Torts Claim

involving minimal risk or less in the development and testing of Act (28 USC 2671 et seq.), if such a claim exists.

military weapon systems, vehicles, aircraft, and other material are i

exempt from the requirement for obtaining informed consent from G—6. Irregular or fee-basis employees

the participants. The determination of whether a proposal is minimal/Ntérmittent services of such employees are authorized. (Experts and
risk or less is made by a HUC established in accordance withconsultants, 5 USC 3109(b) and Sec. 710 Defense Production Act of

paragraph 342 of this regulation 1960 (64 Stat. 819, 50 USC App 2160); and for architects, engi-
i Other research which is exehpted by future changes to DHHsNeers, and other technical and professional personnel on a fee-basis,
regulations, and which is consistent with this regulation and DOD 10 USC 4540.) Whether these employees can be detailed or as-

Directive 3216.2 signed to the proposed experiments will depend upon the statutory
o authority for employment and the provisions of their employment
F—2. Not used agreement in each case. The Federal Employees Compensation Act,

supra in all probability applies with respect to these irregular and
fee-basis employees for any injury or disease resulting from their
employment, although a final determination in such cases will have

Appendix G to be made by the Federal agency responsible for deciding claims.

Legal Implications Subject to such restrictions and limitations as may appear in the
statutory authority under which he or she is employed, it would

G-1. Authority appear that the Government may legally bear the expense of premi-

The Secretary of the Army is authorized to conduct research andums upon the life of an irregular or fee-basis employee whose rate
development programs including the procurement of services thatof compensation is not fixed by law or regulations. In this regard, it
are needed for these programs (10 USC 4503). The Secretary hagay be advisable for the government to provide an additional allow-
the authority to “assign, detail and prescribe the duties”of the mem-ance to the employee for financing such private insurance arrange-
bers of the Army and civilian personnel (10 USC 3013). ments as he or she may wish to make rather than to undertake direct

N negotiations with insurance carriers for the desired coverage.
G-2. Military personnel and Department of the Army

civilian employees

Compensation for the disability or death of a civilian employee ]
resulting from personal injury or disease proximately caused byAppendix H
employment is payable under the Federal Employees CompensatiotYolunteer Data Base
Act (5 USC 8100 et seq.), regardless of whether employment was of
a hazardous nature. The amount and type of disability compensatio
or other benefits payable by reason of the death or disability of a
member of the Army resulting from injury or disease incident to
service depends upon the individual status of each member, and
covered by various provisions of law. It may be stated generally that

under present laws no additional rights against the government WI”security number (SSN), etc., which subjects it to the provisions of

result from the death or disability of military and civilian personnel ) .
participating in experiments by reason of the hazardous nature of the! N€ Privacy Act of 1974. AR 340-21 addresses the requirements for
: establishing such a system of records. For assistance in developing
operations. . D .
the systems notice for publication in the Federal Register, contact

G-3. Private citizens Commander, U.S. Army Medical Research and Development Com-

It is the policy of the United States to prohibit the acceptance of M@nd, ATTN: SGRD-HR, Fort Detrick, Frederick, MD
voluntary services (31 USC 1342). Individuals may, however, enter 21701-5012, AUTOVON 343-2165.
into an independent contractual relationship and participate for com-

pensation as authorized by applicable directives (for example, voI-.l.he elements listed below are re . .
- presentative of those items that
ume 45 Decision of the Comptroller General, 1966, p. 649 (45 DCGCould be found in such a data base. It is not meant to be all

649)). Accordingly, any such service should be accompanied by &, sive and can be modified to meet individual command needs.
statement to the effect that the individual will not receive or become "~ "o 1o of the study. A copy of the—
entitled to any compensation other than that stated in the contract (1') Approved test plan 6r protocol

for these services. (2) Letter or other document approving the conduct of the test or
protocol.

—1. General

he intent of the data base is twofold: first, to readily answer
questions concerning an individual's participation in research con-
igiucted or sponsored by the command; and second, to ensure that the
command can exercise its “duty to warn.” The data base must
contain items of personal information, for example, name, social

H-2. Data elements

i(rslsﬁ;atr::: of ‘appropriated funds for the purchase of (3) Signed informed consent for each volunteer.
Since the payment of insurance premiums on the life of an officer or (4) Report generated by the’ results of the test or protocol.
employee of the United States is a form of compensation which is P Data elements—volunteer's personal information.
not currently authorized, payment of those premiums is prohibited. (1) Name. _

(2) Rank (if applicable).
G-5. Contractor's employees (3) SSN.
There appears to be no legal objection to the use of employees of (4) Sex.
contractors in research and development experiments. It is the re- (5) Date of birth.
sponsibility of the contracting officer to determine whether the(6) MOS or AOC (if applicable).
terms of the contract are sufficiently broad to permit the participa- (7) Local address and telephone number.
tion of these employees. Generally, benefits to which contract em- (8) Permanent address and telephone number.
ployees may become entitled by reason of death or disability9) Unit (if applicable).
resulting from their employment are payable under Statec. Data elements—test plan or protocol information.
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(1) Test or protocol title.

(2) Principal investigator's name.

(3) Laboratory, unit, or facility conducting the test protocol.
(4) Location of the test.

(5) Test period.

(6) Challenge material data (if applicable).

(a) Name of the material used (both active and inert material).
(b) Manufacturer.

(c) Lot number.

(d) Expiration date.

(e) IND or IDE number.

(7) Date the volunteer completed or withdrew from the study.
(8) Reason for withdrawal (if applicable).

(9) Description of untoward reactions experienced by the volun-

teer (if none, so state).

H-3. Updating perishable data

Selected items of personal information are perishable; for example,
local address and telephone number. A method should be estab-
lished, which is consistent with the potential for long-term risks of
the test or protocol, to update this information. For example, the

ris
en

ks associated with testing a new parachute will be readily appar-
t; whereas the risks associated with the testing of new, obscurant

smoke may not be known for some time to come.

14
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Glossary MACOM to be an adverse personnel action.
major Army command

Section |
Abbreviations MOS Approving official
military occupation specialty A military commander or civilian director of
AIDS an organizational element of a DA compo-
Acquired immune deficiency syndrome MTF nent who has been delegated authority to ap-
medical treatment facility prove the use of human subjects in research.
AMEDD
Army Medical Department NDA Assent
New Drug Application A child’s affirmative agreement to participate
AOC in research. Mere failure to object should not,
area of concentration OTSG absent affirmative agreement, be construed as
Office of the Surgeon General assent.
ARNG
Army National Guard PCs Associate investigator
permanent change of station A person who may be involved in the execu-
ARTEP _ tion of research, but does not have overall
Army Training and Evaluation Program  PI . primary responsibility. The FDA refers to
principal investigator such an individual as a subinvestigator.
ASA (RDA)
Assistant Secretary of the Army (ResearctRDTE Certificate of Assurance
Development, and Acquisition) research, development, test, and evaluatiosee Protection of Human Subjects Assurance/
Certification/Declaration.
ASD (HA) Sl
Assistant Secretary of Defense (Heatll identifier Chemical warfare agent (FM 3-9)
Affairs) A chemical compound which, through its
SSC-NCR _ _chemical properties, produces lethal or dam-
CFR . Soldier Support Center—National Capit@ding effects on man. Excluded from consid-
Code of Federal Regulations Region eration are riot control agents, anti-plant
DA SSN agents, an_d smoke and flame materials.
Department of the Arm ) . a..ChemlcaI agents may be grouped ac-
p y social security number cording to use:
bcsPER o sor o
eputy Chief of Staff for Personne skillqualification test death when used in field concentrations.
DHHS TSG (2) Incapacitgting agentsAgents that pro-
Department of Health and Human Serviceshe Surgeon General duce physiological or mental effects or both
that may persist for hours or days after expo-
DOD USAMRDC sure, rendering individuals incapable of con--
Department of Defense U.S. Army Medical Research and DevelopSerted efforts in the performance of their
ment Command assigned duties. Complete recovery of inca-
DTF pacitating agent casualties is expected with-
dental treatment facility USAR out medical treatment.
U.S. Army Reserve b. Nonchemical warfare agents may be
FDA grouped according to use as
Food and Drug Administration USD (A) follows:
Under Secretary of Defense for Acquisiton (1) Riot control agents. Compounds
HIV widely used by governments for domestic
human immunodeficiency virus USUHS law purposes, and which produce transient
Uniformed Services University of the Healtheffects on man that disappear minutes after
HSRRB _ Sciences removal from exposure.
Human Subjects Research Review Board (2) Training agents and compounds.
Section |l (3) Screening and signaling smokes.
HUC . Terms (4) Anti-plant agents.
human use committee c. It should be noted that the Convention
HURRAO ,ll;\dV(te;]se personnelfaction b B ¢ oDn thle ProhibitliDondof the 4 Stockole of
: . For the purposes of paragrap is term Development, Production, an ockpile o
g?f?gzn Use Review and Regulatory Affalrsm(:ludes— Bacteriological (Biological) and Toxin Weap-
a. A court martial. ons and on Their Destruction, Article |, dated
IDE b. Non-judicial punishment. 26 March 1975, stipula_tes that—_
Investigational Device Exemption c..Invquntary separation (other than for‘Each State Party to this Convention under-
medical reasons). takes never in any circumstance to develop,
IND d. Administrative or punitive reduction in produce, stockpile, or otherwise acquire or
Notice of Claimed Investigational Exemptiongrade. _ retain: _ o
for a New Drug e. Denial of promotion. (1) Microbial and other biological agents
f. An unfavorable entry in a personnel re-or toxins whatever their origin or method of
IRB cord. production, of types or in quantities that have
institutional review board g. A bar to reenlistment. no justification for prophylactic, protective or

h. Any other action considered by the DAother peaceful purposes;
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(2) Weapons, equipment, or means of dezontract personnel (including military and ci- a. PermissionThe agreement of parent(s)
livery designed to use such agents or toxinglian staff members, assigned to, employedr guardian to the participation of their child
for hostile purposes or in armed conflict.” by, or appointed to the USUHS) who provideor ward in research.

Accordingly, chemical materials obtaingdtient care or patient care support services b. Guardian.An individual who is author-
from such sources or processes are consiah military MTFs and dental treatment facili-ized under applicable State or local law to

ered biological, not chemical, weapons. ties (DTFs). consent on behalf of a minor (child) to gen-
L I . eral medical care.
Clinical investigation Health care delivery study c. AssentA minor's(child's) affirmative

An organized inquiry into health problemsApplication of scientific methods to the StUdyagreement to participate in research. Mere
for all conditions that are of concern in pro-of availability, organization, administration, ailure to object should not, absent affirma-
viding health care to beneficiaries of the mili-and management of health services. The ef%l— e agreement, be constru’ed as assent

tary health care system, including active dutgiency and effectiveness with which such ' '
personnel, dependents, and retired personneérvices are delivered are included.

The clinical investigation program is de- Institution
scribed in AR 40-—38. Health and Human Services Certificate of ANy public or private entity or agency (in-

Assurance cluding Federal, State, or other agencies).
Consent See Protection of Human Subjects Assurance/ =
See informed consent. Certification/Declaration. Investigational drug

A drug may be considered investigational

Development Human subject ~ when the composition is such that—
Systematic use of scientific knowledge, di- a. A living individual about whom an in-  a. Its proposed use is not recognized for
rected toward— vestigator conducting research obtains datde use under the conditions prescribed; or its

a. Significant improvements in or creationthrough interaction with the individual, in- proposed use is not recommended or sug-
of useful products to meet specific performcluding both physical procedures and manipgested in its approved labeling. Experts quali-
ance requirements. ulations of the subject or the subjectisd by scientific training and experience

b. Development of components for incor-environment.The term does not include milieyaluate the safety and effectiveness of drugs
poration in end items to meet specifi@y or civilian personnel who are qualified toqg make this determination.
performance requirements. test by assignment to duties that call specifi- |, |ts use has become recognized as inves-

c. Construction of hardware for test pur-cally for qualifications such as test pilots Ofjgational, as a result of studies to determine
poses to determine feasibility of technical aptest engineers. its safety and effectiveness for use under
proaches. b. Minor (child). A person who has notg,.h conditions.

d. Formulation and refinement oattained the legal age for consent to treat-
techniques and procedures which imprdents or procedures involved in researRyesiigational medical device
Army Capabi“ties in nonmateriel areas. under the appllcable laws and JUrISdICtlon n a. A device that is not genera”y used in

which the research will be conducted. . : 9
%he diagnosis, cure, mitigation, treatment, or

¢. Human subjects may be thought of aprevention of disease in humans, and recog-
Epidemiologic-assessment interview direct objects when the research is to dete Sed as safe and effective.

For the purpose of paragraph 8-this term mine the effects of a new system on huma b. Research is usually. but not necessaril
means questioning of a serum positive men{for example. the effects of a weapon’s blast 't'.t d to det . f%h device i P Ys
ber of the Armed Forces for the purposes din hearing) as indirect objects when a test jgiuated fo determine it the device Is sate or

medical treatment or counseling, or feenducted to determine how humans affe@/ective.
epidemiologic or statistical purposes. the ultimate performance of a system (doc- . )
trine concepts, training programs). Legally authorized representative

Epidemiological surveys A person or judicial or other body authorized
For the purpose of this regulation, the terniduman Subjects Research Review Board under applicable law to consent on behalf of
means studies of the distribution and determiFhe principal body of the Office of The Sur-a prospective subject to the subject’s taking
nants of disease frequency in humans, invohgeon General (OTSG) for review of clinicalapart in the procedures involved in the

ing no more that minimal risk in whicivestigation and research activities. research.
research data is not linked to personal identi- . _ _
fiers.Epidemiological surveys focus on ‘ills” Human use committee Medical monitor

of a population rather than on persons. A Pody set up to provide initial and continu-this person is a military or DA civilian phy-

ing review of research involving the use 0ﬁician qualified by the training and/or experi-
Evaluation human subjects. A HUC is fundamentaly .o required to provide care to research
The SUbjeCtiVe detel’mination Of the militarySImllar to an |nSt|tUt|0na| review bo_ard (IRB) Subjects for Conditions that may arise during
value of a hardware item or system, real of4> CFR 46), but has somewhat different auy,o"congyct of the research, and who moni-
conceptual, to the user. There are three typ#0rity as compared to an IRB. Within DOD.; . “hyman subjects during the conduct of
of evaluation:Developer, technical, and operauthority to approve use of human subjects ifl ..o "For the purpose of this regulation,

ational. See 70—-10 for more detail. research is vested in commanders. Com- .~ . . ! ,
manders act on the recommendationsq@er principal investigator may function as the

Expedited review procedures validly constituted HUCs. Outside DO 'edltchal mcr)]nltpr. only in s_lltuglltlonsdm which |
Those procedures used in research involvingRBs tend to be vested with this au’[hori’[yno other physician Is available and approva
no more than minimal risk and those used foRppendix C describes the membership, fundor the principal investigator to function as
minor changes in approved investigatidiens, and operations of a HUC. medical monitor is granted by TSG. Requests

(see app D).These procedures minimize time for the principal .invest.igator to function as
required for review Informed consent the medical monitor will be sent to the As-

The legally effective agreement of the subjecgistant Surgeon General for Research and De-
Experimental subject or subject's legally authorized representativéelopment, c/o Headquarters, U.S. Army
See Human subject. for the subject to participate in research cowedical Research and Development Com-

ered by this regulation. Informed consent inmand, ATTN: SGRD-HR, Fort Detrick,
Health care personnel cludes, when appropriate, those elemdnderick, MD 21701-5012. In contractor

Military personnel, civilian employees, tsted in appendix E of this regulation. performed research, a military or DA civilian
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physician may be the medical monitor; howResearch
ever, this is usually a contractor provid&dsystematic investigation that is designed to

resource. develop or contribute to generalizable knowl-
edge. The term does not include individual or
Minimal risk group training of military personnel such as

The proposed risks are not considered greateombat readiness, effectiveness, proficiency,
than these encountered in the subject’s dailyr fitness exercises (DODD 3216.2)
life or during routine physical or psychologi-

cal examinations. Research, development, test, and
evaluation
Non-U.S. citizens Includes those categories of research and de-
Foreign nationals, excluding personnel on actelopment included in Program 6, Research
tive duty. and Development, and operational systems
development contained in the Five-Year De-
Personal identifier fense Program.

A method or system which links data to the
individual from whom or about whom itchedule | controlled drug substances

pertains. Any drug or substance by whatever official
name, common or usual name, chemical
Principal investigator name or brand name listed in 21 CFR 1308,

A person, regardless of title, who is primarilyfor example, heroin.
responsible for the actual execution of the

research. Serum positive member of the Armed
Forces
Prisoner For the purposes of paragraph B-this term

Any person, (adult or minor) involuntarily means a member of the Armed Forces who
confined or detained in a penal or correchas been identified as having been exposed to
tional institution (for example, jail, worl@ Virus associated with the acquired immune
house, house of detention, prison, militangéficiency syndrome (AIDS).

stockade, or brig). The term is intended to .

encompass individuals detained pending aRubinvestigator )

raignment, trial, or sentencing;and prisoners€€ associate investigator.

of war including detained personnel). Ttﬂgst

term does not include individuals voluntarily

confined nor those persons subject to civff‘ process by W.h'Ch data are accumulated to
erve as a basis for assessing the degree to

commitment procedures that are not alternas" .
tives to criminal prosecution. whlch an item or system _meets, exceed_s or
fails to meet the technical or operational
/ properties required. AR 70-10 has a more
detailed discussion of the RDTE type test.

There are no special terms.

Protection of Human Subjects Assurance
Certification/Declaration

A document issued by the Office for Protec
tion from Research risk, DHHS, in which
that office acknowledges that a research insti-
tution has established policies and procedures
consistent with 45 CFR 46.

Protocol

The written, detailed plan by which research
is to be conducted. (See app B for an exam-
ple of research protocol.) The plan contains,
as a minimum— a. The objectives of the
project.

b. The information to be collected.

c. The means by which it will be collected
and evaluated; an assessment of potential risk
and benefits to subjects; safety measures, and
other means to be used to reduce any risk to
subjects.

Radioisotope/radiation control committee

A committee appointed by the commander to
ensure that individual users of radioactive
materiels within the medical facility and each
radionuclide will be approved and controlled.
The approval and control is in accordance
with the requirements specified in the condi-
tions of the Nuclear Regulatory Commission
license and DA radioactive material authori-
zation and appropriate Federal directives.

AR 70-25 « 25 January 1990
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VOLUNTEER AGREEMENT AFFIDAVIT

For use of this form, see AR 70-25 or AR 40-38, the proponent agency is OTSG

PRIVACY ACT OF 1974

Authority: 10 USC 3013, 44 USC 3101, and 10 USC 1071-1087.

Principle Purpose: To document voluntary participation in the Clinical Investigation and Research Program. SSN and home address will be
used lor identitication and locating purposes.

Routine Uses: The SSN and home address will be used for identification and locating purposes. Information derived from the study
will be used to document the study: implementation of medical programs; adjudication of claims; and for the mandatory
reporting of medical conditions as required by law. Informatian may be furnished to Federal, State and local agencies.

Oisclosure:; The turnishing of your SSN and home address is mandatory and necessary to provide identification and to contact you
it future information indicates that your health may be adversely affected. Failure to provide the information may
preciude your voluntary participation in this investigationat study.

PART A(1) - VOLUNTEER AFFIDAVIT

Volunteer Subjects in Approved Department of the Army Research Studies

Volunteers under the provisions of AR 40-38 and AR 70-25 are authorized all necessary medical care for injury or disease
which is the proximate result of their participation in such studies.

I, ,  SSN s
having fuli capacity to consent and having attained my birthday, do hereby volunteer/give consent as legal
representative for _ to participate in

(Research study)

under the direction of

conducted at

{Name of institution)
The implications of my voluntary participation/consent as legal representative; duration and purpose of the research study; the methods
and means by which it is to be conducted; and the inconveniences and hazards that may reasonably be expected have been explained
fo me by

I have been given an opportunity to ask questions concerning this investigational study. Any such questions were answered to my full
and complete satsfaction. Should any further questions anse concerning my rights/the rights of the person | represent on study-
reiated injury, | may contact

at

(Name, Address and Phone Number ol Hospital (Inciude Area Code))

I understand that | may al any time dunng the course of this study revoke my consent and withdraw/have the person | represent
withdrawn from the study without further penalty or loss of benefits; however, I/the person | represent may be required (military
volunteer) or requested (civilian volunteer) 10 undergo certain exanunation If, in the opinion of the attending physician, such
examinations are necessary for my/the person | represent’s health and well-being. My/the person | represent’s refusal to participate
will involve no penalty or loss of benefits to which | am/the person | represent is otherwise entitled.

PART A (2) - ASSENT VOLUNTEER AFFIDAVIT (MINOR CHILD)

1, . SSN having full

capacity to consent and having aitained my birthday, do hereby volunteer for

to participate in

(Research Study)

under the direction of

conducted at

(Name of institution)

(Continue on Reverse)

DA FORM 5303-R, MAY 88 PREVIOUS EDITIONS ARE OBSOLETE
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PART A(2) - ASSENT VOLUNTEER AFFIDAVIT (MINOR CHILD) (Cont'd.)

The implications of my voluntary participation; the nature, duration and purpose of the research sludy; the methods and means by
which it is to be conducted; and the inconveniences and hazards that may reasonably be expected have been explained to me by

| have been given an opportunity to ask questions concerning this investigational study. Any such questions were answered to my full
and complete satisfaction. Should any further questions arise concerning my rights | may contact

at

(Name, Address, and Phone Number of Hospital (include Area Code))

| understand that | may at any time during the course of this study revoke my assent and withdraw from the study without further
penalty or loss of benefits; however, | may be requested to undergo certain examination if, in the opinion of the attending physician,
such examinations are necessary for my health and well-being. My refusal to participale will involve no penalty or foss of benefits to
which | am otherwise entitied.

PART B - TO BE COMPLETED BY INVESTIGATOR

INSTRUGTIONS FOR ELEMENTS OF INFORMED CONSENT: (Provide a delailed explanation in accordance with Appendix C, AR 40-38 or
AR 70-25)

ido[] do not [] (check one & initial) consent o the inclusion of this torm in my outpatient modical
treatment record.
SIGNATURE OF VOLUNTEER DATE SIGNATURE OF LEGAL GUARDIAN (If volunluer s
a ninor)
PERMANENT ADDRESS OF VOLUNTEER TYPED NAME OF WITNESS
SIGNATURE OF WITNESS DATE

REVERSE OF DA FORM 5303-R, MAY 88



22

Case4:09-cv-00037-CW Document47-3 Filed10/23/09 Page26 of 28

AR 70-25 « 25 January 1990  R-Forms



Case4:09-cv-00037-CW Document47-3 Filed10/23/09 Page27 of 28

UNCLASSIFIED PIN 004442-000



Case4:09-cv-00037-CW Document47-3  Filed10/23/09 Page?28 of 28

USAPA

ELECTRONIC PUBLISHING SYSTEM
TEXT FORMATTER ... Version 2.58

PIN: 004442-000
DATE: 03-04-99
TIME: 14:20:19

PAGES SET: 26

DATA FILE: r70-25.fil
DOCUMENT: AR 70-25
DOC STATUS: NEW PUBLICATION



	Title and Date
	Summary of Change
	Table of Contents
	Chapter 1 - Introduction
	1-1. Purpose
	1-2. References
	1-3. Explanation of Abbreviations and Terms
	1-4. Limitations

	Chapter 2 - Responsibility
	2-1. The Under Secretary of Defense for Aquistion (USD (A))
	2-2. Assistant Secretary of Defense (Health Affairs) (ASD (HA))
	2-3. Assistant Secretary of the Army (Research, Development, and Acquisition) (ASA (RDA))
	2-4. The Deputy Chief of Staff for Personnel (DCSPER)
	2-5. The Surgeon General
	2-6. Commander, Soldier Support Center-National Capital Region (SSC-NCR)
	2-7. Major Army Commanders
	2-8. Commanders of RDTE Organizations
	2-9. Other Responsibilities

	Chapter 3 - Research 
	3-1. General Guidance
	3-2. Procedural Guidance
	Figure 3-1. Sample DHHS Form HHS 596

	Appendix A - References
	Section I - Required Publications
	Section II - Related Publications
	Section III - Prescribed Forms
	Section IV - Referenced Forms

	Appendix B - Guidelines for Preparation of Research Protocol  and/or Test Plan
	B-1. Project Title
	B-2. Investigators
	B-3. Location of Study
	B-4. Time Required to Complete
	B-5. Introduction
	B-6. Plan
	B-7. Evaluations Made During and Following the Project
	B-8. Departure From Protocol for Individual Patients
	B-9. Incidents
	B-10. Modification of Protocol
	B-11. Examples of All Forms to Be Used in the Protocol
	B-12. Use of Information and Publications Arising From the Study
	B-13. Special or Unusual Funding Implications
	B-14. Name and Telephone Number of the Medical Monitor, When Applicable
	B-15. Human Use Committee
	B-16. Signature of Appropriate Approving Official and Date
	B-17. Documentation

	Appendix C - Human Use Committees
	C-1. Membership
	C-2. Functions and Operations
	C-3. Expedited Review Procedures
	C-4. Criteria for HUC Approval of Activities/Investigations Requiring Volunteers
	C-5. Suspension or Termination of Approved Research Investigation
	C-6. HUC Records
	C-7. Conflict of Interest
	C-8. Legal Review

	Appendix D - Expedited Review Categories
	D-1. Hair, Nails, Teeth
	D-2. Excreta and Secretions
	D-3. Physical Data
	D-4. Blood
	D-5. Dental Plaque and Calculus
	D-6. Voice Records
	D-7. Exercise
	D-8. Existing Data
	D-9. Behavior

	Appendix E - Instructions for the Completion of the Volunteer Agreement Affidavit
	E-1. Title and Location
	E-2. Principal Investigator
	E-3. Description of the Study
	E-4. Risks
	E-5. Benefits
	E-6. Alternative Treatment
	E-7. Confidentiality
	E-8. Points of Contact
	E-9. Subject's Rights
	E-10. Compensation
	E-11. Cautions
	E-12. Disposition of the Informed Consent

	Appendix F - Exemptions
	F-1. Exempt Activities
	F-2. Not Used

	Appendix G - Legal Implications
	G-1. Authority
	G-2. Military Personnel and Department of the Army Civilian Employees
	G-3. Private Citizens
	G-4. Use of Appropriated Funds for the Purchase of Insurance
	G-5. Contractor's Employees
	G-6. Irregular or Fee-Basis Employees

	Appendix H - Volunteer Data Base
	H-1. General 
	H-2. Data Elements
	H-3. Updating Perishable Data

	Glossary
	Section I - Abbreviations 
	Section II - Terms

	DA Form 5303-R, May 88, Volunteer Agreement Affidavit
	Reverse of DA Form 5303-R, May 88




