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COPY 

Effective Date 15 May 1984 

r) 
Medkal Services 

Clinical investigation Program 

Summary. This  regulation implements DOD Directive 
3 2 l b . 2  (Protection of Human Subjects in DOD-Supported Re- 
search) It reflects the present legal requirements. which are 
continually changing, for the Clinical Investigation Program. 
Excluding situations where approval authority is limited, au- 
ihority to approve clinical investigations using human subjects 
can be delegated within the military chain of command to the 
lowest level operating a human-subjects ?view process. 

Applkabllity. This regulation applies to all Army medical 
facilities except those funded under research, development. 
test. and evaluation (RDTE) appropriations. It does not apply 
to the US Army Reserve and the Army National Guard, nor to 
health care delivery studies or routine epidemiological surveys 
thai involve tests or procedures of no more than minimal 
risks. 

impact on New Mannlng System. This regulation does 
not contain information that affects the New Manning System 

Supplementation. Supplementation of this regulation is 
prohibited unless prior approval is obtained from HQDA 
(DASG-RDZ), WASH DC 20310 

interim changes. Interim changes to this regulation are not 
official unless they are authenticated by The Adjutant Gener- 
al Users will destroy interim changes on their expiration 
dates unless sooner superseded o r  rescinded 

Suggested Improvements. The proponent agency of this 
regulation is the Office of The Surgeon General. Users are in- 
vited to send comments and suggested improvements on DA 
Form 2028 (Recommended Changes to Publications and Blank 
Forms) directly to Commander. US Army Medical Research 
and Development Command ,  ATTN: SGRD-HR, Fort  
Detrick. Frederick, MD 21701. Users within the United States 
Army Health Services Command (HSC) will forward DA 
Form 2028 through Commander. US Army Health Services 
Command, ATTN: HSHN-I, Fon Sam Houston. TX 78234. 
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Chapter 1 
introduction 

1 AR 40-38 

E 0 1-1. Purpose 
This regulation- 

investigations to include- 
a. Prescribes Army policy on the conduct of clinical 

( I )  Command responsibilities. 
(2 )  Review process requirements. 
(3) Approval authorities. 
(4) Reporting requirements. 

b. Establishes a decentralized approval authority for 
those commanders having a formal protocol review 
process. 

1-2. Exrmptlons 
Clinical investigations are exempt from this regulation 
when the only involvement of human subjects is in one 
or more of the following: 
a. Health care delivery studies or routine epidemio- 

logical surveys that involve tests or procedures of no 
more than minimal risk. 

b. Investigations conducted in established or com- 
monly accepted educational settings, involving normal 
educational practices, such as investigations on- 

(1) Regular and special education instructional 
strategies, or 

(2) The effectiveness of, or the comparison among, 
instructional techniques. curricula. or classroom man- 
agement methods. 

c. Investigations involving the use of educational 
tests if information taken from these sources is recorded 
in such a way that subjects cannot be identified directly 
or through identifiers linked to the subjects. (Tests may 
be classified as diagnostic, aptitude, or achievement.) 

d. Investigations involving survey or interview pro- 
cedures except when all of the conditions below exist. 

( I )  The responses are recorded in such a way that 
the human subjects can be identified directly or through 
identifiers linked to the subjects. 

(2) The subject's responses, if they become known 
outside the investigation, could reasonably place the 
subject a t  risk of criminal or civil liability, or be 
damaging to the subject's financial standing or 
employability. 

(3) The investigation deals with sensitive aspects 
of the subject's own behavior such as illegal conduct, 
drug use, sexual behavior, or use of alcohol. 

e. Investigations involving the observation (including 
observation by participants) of public behavior, except 
when all of the conditions below exist. 

1 ( I )  The observations are recorded in such a way 
that the human subjects can be identified directly or 
through identifiers linked to the subjects. 

(2) The observations recorded about the person, if 
they become known outside the investigation. could rea- 
sonably place the subject at risk of criminal or civil lia- 
bility, or be damaging to the subject's financial standing 
or employability. 

(3) The investigation deals with sensitive aspects 
of the subject's own behavior such as illegal conduct, 
drug use, sexual behavior, or use of alcohol. 
f. Investigations involving the collection or study of 

existing data, documents. records. pathological speci- 
mens, or diagnostic specimens if- 

I 

I 

I (1) These sources are publicly available. or 
(2) The information is recorded by the investigator 

in such a way that subjects cannot be identified directly 

g. Other investigations which are exempted in the fu- 
ture by the Department of Health and Human Services 
(HHS) or The Surgeon General (TSG). 

I 
~ 

I 
or through identifiers linked to the subjects. j 

i 
i 

1-3. References 
Required and related publications are listed in appendix 
A. 

1 4 .  Explanation of abbreviations and terms 
Abbreviations and special terms used in this regulation 
are explained in the glossary. 

1-5. Limitations of authority 
a. 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 they are 
provided. 

b. Approval authority for studies involving deliberate 
exposure of human subjects to nuclear weapons effect or 
chemical warfare agents is limited to the Under Secre- 
tary of Defense for Research and Engineering or his or 
her designee. 

c. Only The Surgeon General (TSG) has approval au- 
thority for studies involving human subjects using 
Schedule I controlled drug substances 

d. Only TSG has approval authority for investiga- 
tions involving minors when- 

(1) Any usual permission requirement has been 
waived. 

(2) Subjects are wards of a State or any other 
agency, institution, or entity. 

e. Only the Deputy Chief of Staff for Personnel 
(DCSPER) has approval authority for studies involving 
alcohol and drug abuse programs. 

! 1-1 



Chapter 2 
Resbnsibillties 

f@ 
2-1. Assistant Secretary of Defense (Health 
Affairs) 
The Assistant Secretary of Defense (Health Affairs) will 
serve as the DOD representative on matters relating to 
implementation of the Food and Drug Administration’s 
regulatory requirements. 

2-2. Deputy Chief of Staff for Personnel 
(DCSPER) 
The DCSPER has approval authority for all studies of 
alcohol and drug abuse programs. 

2 3 .  The Surgeon General (TSG) 
TSG will- 

a. Issue policies and draft regulations on clinical 
investigations. 

b .  Except when limited by this regulation, take final 
action on proposals submitted for TSG approval. 

c. Rovide human use review of protocols submitted 
for approval, as required by paragraphs 1-56 and 1-5e 
above. to- 

( 1 )  The Under Secretary of Defense for Research . .  
and Engineering Pa (2) DCSPER. 

d. Take final action on clinical investigation propos- 
als from medical treatment facilities (MTFs) not in a 
major Army command (MACOM) with an established 
internal protocol review process. 

e. Establish, under the Commander. US Army Medi- 
cal Research and Development Command 
(USAMRDC). the Human Use Review Office (HURO). 
f. Establish. under the Assistant Surgeon General for 

Research and Development, the Human Subjects Re- 
search Review Board (HSRRB). 

g. When appropriate, direct medical followup on 
subjects of clinical investigation to insure that any long- 
range problems are detected and treated. 

h .  Approve those protocols required by paragraphs 
I-5c and 1-5d above. 

i .  Exempt classified studies from being filed under a 
“Notice of Claimed Investigational Exemption for a 
New Drug” to the Food and Drug Administration 

j .  Repon on a frequent hasis findings associated with 
paragraph 2-3i above to the United Secretary of De- 
fense for Research and Engineering and the Assistant 
Secretary of Defense (Health Affairs). 

k. Report on a frequent basis unclassified findings as- 
sociated with paragraph 2-3i above to the Food and 
Drug Administration. 

x w  
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I 2 4 .  Commanders of major Army commands 
(MACOMs) 
When a clinical investigation is proposed, the MACOM 
commander may implement the actions helow or use the 
established review process through TSG’s HSRRB. 

a. Promote. manage, and support the performance of 
clinical investigations, realizing the importance of 
organizing investigations where postgraduate education- 
al programs are conducted. 

b .  Publish proper directives and regulations to imple- 
ment the policies and guidance provided in this 
regulation. 

c. Establish the format for preparation of proposed 
clinical investigation studies. (See app B.) 

d. Establish the format and reporting requirements 
reflecting the scope, nature, and status of clinical inves- 
tigation efforts during each fiscal year. (See app C.) 

e. Publish proper directives and regulations to insure 
that adequate documents are maintained on human sub- 
jects used in clinical investigations, including resulting 
adverse reactions. 
f. Forward one copy of these directives and regula- 

tions to Commander, US Army Medical Research and 
Development Command. ATTN: SGRD-HR, Fort 
Detrick. Frederick. MD 21701. The copies will be sent 
within 60 days of publication. 

, 

2-5. Commanders of major Army medical 
commands 

a. Commanding General, US Army Health Services 
Command (CG, HSC). The CG, HSC will- 

( I )  Comply with paragraph 2-4. 
(2) Establish within the US Army Health Care 

Studies and Clinical Investigation Activity the Clinical 
Investigation Program Division to coordinate and moni- 
tor clinical investigation program activity and serve as 
point of contact (POC) for policies and regulations on 
human use in clinical investigation. 

(3) Insure that commanders of Army medical ten- 
ters within HSC- 

(a) Are responsible for all clinical investigations 
conducted within the medical center (MEDCEN). 

( b )  Organize a clinical investigation support sys- 
tem within a separate hospital organizational structure. 
This system will implement the Clinical Investigation 
Program (CIP). 

(c) Appoint a consolidated or separate Clinical 
Investigation Committee (CIC) and a Human Use Com- 
mittee (HUC) (app D) and, where appropriate, an Ani- 
mal Use Committee (AUC). 

b. Commanders of other major medical commands 
(overseas). When a clinical investigation is proposed, 
the commander of a major Army medical command 
(overseas) will comply with the proper parts of 
paragraphs 2-4 and a above. 

2-1 
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2-6. Commanders of medlcal treatment faclll- 
tles (MTFs), other than medical centers 
Commanders of MTFs. other than medical centers, 
may- 

u .  Organize, within their authorized and available re- 
sources. support for clinical investigations. 

b. Establish advisory committees and a review proc- 
ess as discussed in this regulation. 

2-7. Human Subjects Research Review Board 
(HSRRB) 
The HSRRB will- 
a Evaluate methods by which the Department of the 

Army (DA)  uses human subjects in clinical 
investigations. 

b. Recommend policy to TSG to maintain the quality 
of investigations consistent with contemporary moral, 
ethical. and legal standards. 

c. Evaluate clinical protocols submitted to TSG for 
approval. 

d. Maintain adequate documents of approved proto- 
cols. Include resulting adverse reactions to clinical in- 
vestigations at MTFs not in a MACOM with an estab- 
lished internal review process. 

2-8. Chlef, Human Use Review Offke (HURO) 
The Chief, HURO will- 

HSRRB. 

for approval. 

u .  Provide, for TSG. administrative support for the 

b. Initiate a review of all protocols submitted to TSG 

c. Prepare and submit DA-sponsored Notice of 

2-2 
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Claimed Investigational Exemption for a New Drug 
(IND) and Investigational Device Exemptions (IDES) 
for those held by DA directly to the Food and Drug 
Administration. 

d. Serve as the POC for information regarding poli- 
cies and regulations on human use for TSG. 

2-9. Prlncipal investigator 
The principal investigator will- 

a. Insure that adequate records are maintained on- 
( I )  Receipt, storage, use. and disposition of all 

investigational drugs and devices in accordance with 
AR 4CL7. 

(2) All observations and other data important to the 
study. 

6 .  Prepare annual progress reports and others as de- 
termined by the approving authority and regulatory 
agencies. 

c .  Promptly notify the approving authority, through 
the HUC, of adverse effects reasonably caused by the 
investigation. 

d. Insure that the investigation has been approved by 
the proper review committee before starting, changing. 
or extending the study. 

e. Insure that all subjects, including those used as 
controls, or their representatives, are fully informed of 
the nature of the investigation, to include potential risks 
to the subject. 
f. Insure that investigational drugs or devices are 

used only under- 
(1) His or her personal supervision. or 
(2) The supervision of previously approved associ- 

ate investigators. 

I 
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Chapter 3 
Cllnkai lnvestlgations 

3-1. Policy 
0.  Army Medical Department (AMEDD) command- 

ers will encourage the performance of clinical investiga- 
tions. Personnel assigned to MTFs within HSC where 
postgraduate educational programs are conducted will 
especially encourage such investigations. 

d. The degree of potential risk will never exceed the 
expected benefits of the study. 

c. Human subjects are volunteers in the sense that 
they have a fundamental right to choose. within the lim- 
its of their legal and mental capacities, as to whether or 
not to take part as human subjects. This freedom of 
choice applies also to military personnel and as such 
they are not subject to punishment under the Uniform 
Code of Military Justice (UCMI) for choosing not to 
take pan as human subjects. Further. no administrative 
sanctions will be taken against military or civilian per- 
sonnel for choosing not to take part as human subjects. 

d. Within Army hospitals, the commander will- 
( I )  Protect human subjects. 
(2) Maintain adequate personnel and resources sup- 

port for the CIP. 
e. Moral, ethical, and legal concepts on the use of 

human subjects will be followed as outlined in this 
regulation. 

f. Only persons who are fully informed and voluntar- 
ily agree to take part may be used as human subjects in 
clinical investigations except- 

(1) When the measures used are intended to be 
beneficial to the recipient and permission is obtained 
from a legal representative on the recipient’s behalf. 

(2) When, in the judgment of a physician, emer- 
gency medical care is rendered to the eatent permitted 
under applicable law. 

g. Clinical investigations may be conducted outside 
the United States that involve non-US citizens as human 
subjects. If so, the laws, customs, and practices of the 
country in which the research is conducted will take 
precedence over procedures required by this regulation. 
The investigation must meet the same standards of eth- 
ics and safety that apply to research conducted within 
the United States involving US citizens. When stand- 
ards vary, the more stringent ones will apply. The mini- 
mum age for consent for US citizens taking part in clini- 
cal investigations outside the United States is 18. 
regardless of the laws of the country that may pertain to 
its native citizens 

h.  The use of prisoners of war and detainees as hu- 
man subjects of clinical investigation is prohibited. 

i .  Volunteers will be authorized all necessary medi- 
cal care for injury or disease that is the proximate result 

AR 40-38 

of their taking part in  approved Army clinical 
investigations. 

j ,  Subjects must be given adequate time to review 
and understand all information before agreeing to take 
part in the study. The agreement document will be writ- 
ten in language that is easily understood by the subject. 

k .  The subject’s agreement will be documented on 
DA Form 5303-R (Volunteer Agreement Affidavit) If 
additional pages are needed to support DA Form 
5303-R. each page will be initialed by both the subject 
and witness. This form is not appropriate for assent (see 
g l o s s q ) .  When applicable, assent documentation will 
be recommended by the Human Use Committee (HUC) 
and approved by the commander. (A copy of DA Form 
5303-R is located at the back of this regulation for local 
reproduction .) 

1.  Clinical investigations on medical devices will be 
conducted under part 812, title 21, Code of Federal 
Regulations (CFR). A command does not have to sub- 
mit an Investigational Device Exemption (IDE) to the 
Food and Drug Administration if the device to be inves- 
tigated does not pose a significant risk 

m. Contractors or grantees holding an assurance of 
compliance with HHS will be considered in compliance 
with this regulation. In the absence of such an assur- 
ance, a special assurance will be negotiated with the 
contractor or grantee. 

n .  Requests for exceptions to policy as stated in this 
regulation will be submitted to Commander, US Army 
Medical Research and Development Command, ATTN: 
SGRD-HR, Fort Detrick, Frederick. MD 21701. Re- 
quests will be fully justified. TSG’s HSRRB will evalu- 
ate the requests. They will then be forwarded to the Un- 
der Secretary of Defense for Research and Engineering 
for review. 

0 .  A human-subjects study will be designed to 
achieve its stated objectives. The proposed number of 
subjects will be the minimum needed to insure that sta- 
tistically significant results are obtained. 

p. The human-subjects study will be conducted to 
avoid unnecessary physical and mental suffering. Prepa- 
rations will be made, and adequate facilities provided, 
to protect the subject and investigators against all 
foreseeable injuries, disabilities. or death. Such studies 
will not be conducted if any reason exists to believe that 
death or injury will result. 
4. Only persons judged qualified by the appropriate 

approving authority will conduct human-subjects 
studies. 

r .  Resource requirements for the CIP will be pro- 
gramed and budgeted through established program 
budget procedures. Clinical investigators are encour- 
aged to contact Commander, USAMRDC, ATTN: 
SGRD-OP, Fort Detrick. Frederick, MD 21701. to de- 
termine whether health problems encountered in active 
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duty military personnel may be investigated with re- 
sources provided by USAMRDC. 

s. Investigation objectives should allow for the con- 
clusion of a study within the tour of the investigator. If 
this is not possible, careful plans should be made to per- 
mit continuation of the study when the investigator 
leaves. 

r .  A subject’s costs while in the hospital will be 
waived if he or she normally would not enter the hospi- 
tal for treatment but is requested to do so for clinical in- 
vestigation. (These costs would include per diem.) This 
policy applies to a subject’s extended time in a hospital 
for clinical investigation when he or she is already in 
the hospital (since the extended time in the hospital is 
for the Army’s benefit). Subsistence costs will be in- 
cluded as part of the protocol costs. 

u.  Minors may be used as human subjects in clinical 
investigations only when all the conditions below are 
met. 

(1) The risk is justified by the anticipated benefit. 
(2) The anticipated benefits of the risk are at least 

as favorable to the minor as those presented by available 
alternatives. 

(3) A legally authorized representative has granted 
written permission for the minor to participate in the 
study. 

(4) The minor, if capable of assenting, has as- 
sented in writing. In determining whether the minor is 
capable of assenting, the HUC will consider the minor’s 
age and maturity. This judgment may be made for all 
minors involved in the study, or for each child, individ- 
ually as the HUC deems proper. 

( 5 )  Mere failure to object should not, in the ab- 
sence of affirmative agreement, be construed as assent. 

(1) Each approved protocol will be reviewed at 
least yearly and on a continuing basis as determined by 
the HUC. 

(2) Protocols for the use of drugs or Schedule I 
controlled substances for investigational purposes will 
be approved according to AR 40-7. 

(3) When applicable, the Radioactive Drug Re- 
search Committee, or equivalent, will review protocols 
before HUC review. 

w .  Reprints of articles based on approved clinical in- 
vestigation projects are official maaerial as defined in 
AR 70-14, paragraph 3. Purchase of such reprints will 
be made from Operation Bnd Maintenance, Army 
(OMA) funds. 

x .  If it is determined that risk in a human-subjects in- 
vestigation is more than minimal, a medical monitor 
will be recommended by the HUC and appointed by the 
commander. 

y. The medical monitor has authority to end the study 
if- 

3-2 

v. Protocol policy is as follows: 
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(1) The subjects are at risk of life or limb, or 
( 2 )  It appears that the risk to the subjects is signifi- 

cantly greater than anticipated at the time of review and 
approval of the investigation. 

z .  The principal investigator or associate investigator 
may also function as a medical monitor. 

aa. Emergency use of an investigational drug or de- 
vice will be in accordance with AR 40-7. 

3-2. Procedures 
a. MACOMs with an established internal review pro- 

gram will forward the following items to Commander, 
US Army Medical Research and Development Com- 
mand, ATTN: SGRD-HR, Fort Detrick, Frederick, MD 
21701: 

(1) One copy of the implementing directives and 
regulations pertaining to clinical investigations. 

(2) Two copies of clinkal investigation annual 
progress reports. 

(3) When higher approval authority is needed, two 
copies of the protocol, together with all the minutes of 
committees reviewing the study, and a completed DA 

b. MACOMs without an established internal review 
process will forward the following items to Command- 
er, US Army Medical Research and Development Com- 
mand, ATTN: SGRD-HR, Fort Detrick, Frederick, MD 
21701: 

(1) Two copies of the proposed protocol, together 
with the commander’s recommendations and a com- 
pleted DA Form 5303-R. 

(2) Three copies of clinical investigation annual 
progress reports. 

c .  HUCs are set up according to the procedures 
outlined in appendix D. 

d. The expedited review procedure is used as  
follows: 

(1) Appendix F contains a list of investigations that 
the HUC may review through an expedited review pro- 
cedure. The HUC may review some or all of the investi- 
gations appearing on the list through an expedited re- 
view procedure if the investigation involves no more 
than minimal risk. 

(2) The HUC may also use the expedited review 
procedure to review minor changes in previously a p  
proved investigations during the period for which ap- 
proval is authorized. Under an expedited review proce- 
dure, the HUC chairperson, or one or more experienced 
reviewers designated by the chairperson from among 
members of the HUC may carry out the review. The re- 
viewers of the investigation may exercise all of the au- 
thorities of the HUC except that of disapproval. An in- 
vestigation may be disapproved only after review 
according to the nonexpedited procedure in paragraph 
D-26. 

Form 5303-R. 
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end a HUC’s use of the expedited review procedure 
when necessary to protect the rights or welfare of 
subjects. 

15 April 1984 

(3) Each HUC using an expedited review procedure 
will adopt a method for keeping all members and the 
commander advised of approved proposals. 

(4) The approving official may restrict, suspend, or 

i 
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Appendix A 
References 

an 4u - 3 ~  

I Controlled Drug Substances). 
Cited i n  paragraphs 2 - 9 a t l ) .  
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rn Section I 
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I 
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Humans and the Use of Schedule 

Section II 
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AR 70-18 (The Use of Animals in DOD Pro- 
grams). 

(Use of Volunteers as Subjects of 
Research). 

(The Army Privacy Program). 

(Protection of Human Subjects in 
DOD-Supported Research). De- 
partment of Defense Directives 
are available from HQDA 
(DAAG-OPA). WASH DC 
20310,  telephone AUTOVON 
227-1388.) 

DODD 6000.4 (Clinical Investigation Program). cI@ Department of (Protection of Human Subjects 

AR 70-25 

AR 340-21 

DODD 3216.2 

AR 70-14 

AR 34CL18 

Health and Hu- 
man Servicp 
Regulation 

Food and Drug 
Administration 
Regulation 

Memorandum of 
Understanding 
Between the 
Food and Drug 
Administration 
and the Depan- 
ment of Defense 

(45 CFR Part 46)) .  (Code of Fed- 
eral Regulations listed in this reg. 
ulation are available from the Su- 
perintendent of Documents, 
Government Printing Office, 
WASH DC 20402.) 

(21 CFR subchapters A. D. and 
H) . 

(Investigational Use of Drugs by 
Department of Defense. Novem- 
ber 21, 1974). (This publication 
is available from Commander, US 
Army Medical Research and De- 
velopment Command, ATTN: 
SGRD-HR, Fort Derrick, 
Frederick, MD 21701, telephone 
AUTOVON 343-2165.) 

*A related publication is merely a Source of addiiional informalron The User docs not have 10 read 11 lo understand this regulation 
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Appendix 6 
Guideline for an Application for a Non- 
Food and Drug Administration Clinical In- 
vestigation Using Investigational Drugs 
(Exempt requirement, AR 335-15, para 
7-2b.) 

8-1. Project tl t le 
Enter the complete project title. If an amendment, the 
words “Amendment to , . .” must precede the project 
title. 

8-2. Investigators 
a,- Principal investigator. 
b.  Associate investigators 

8-3. LOcatlon of study 

B-4. Tlme required to complete the study 
Give month and year of expected start and anticipated 
completion date. 

8-5. Introduction 

List of facilities to be used. 

a .  Synopsis. 
( I )  One-page summary of proposed study similar to 

(2) Major safety concerns for human subjects brief- 

b. Medical application. Explain briefly the medical 

c .  Objectives. State briefly, but specifically, the oh- 

the abstract of a scientific paper. 

ly highlighted. 

importance and possible usefulness of the project. 

jectives of the project. to include, when applicable- 
( I )  Study design. 
(2) Medications used. 
(3) Type of subject population observed. 

d .  Status. State what has been accomplished or pub- 
lished in the proposed area of study. Describe the way 
in which the project will relate to. or differ from. that 
which has been accomplished. 

e .  Bibliography. List all references referred to in 
preparing the protocol 

B-6. Plan 
Outline exactly what is proposed to be accomplished in 
enough detail to show a clear course of action to include 
technological validity of procedures and chronological 
steps to be taken. The plan should include the following 
minimum information on selection of subjects: 

a .  Number of subjects. The total number of subjects 
expected to complete the study. 

b .  Age range. 
c .  Sex. 

AR 40-38 

d .  Inclusion rrireria. Specific and detailed reamns 
for inclusion should be presented. 

e Diagnosric criteria for entry. 
f .  Evaluations before entry. X-ray, physical exami- 

nation. medical history. hematology, chemistry. 
urinalysis. 

g .  Exclusion criteria. A complete list detailing what 
subjects, diseases, and medications are excluded from 
the study 

h. Source of subjects. Describe briefly where sub- 
jects will be obtained. 

i .  Subject identificarion. Describe the code system 
used. 

j. Subjert assessment. Describe by what method sub- 
jects are assigned study medications. 

k .  Risks and benefits analysis to subject: risks to 
those conducting the clinical investigation. 

1.  Precautions. List precautions to be taken to mini- 
mize or eliminate risks to subject. 

m. Corrective action. State corrective action necessa- 
ry if adverse reactions occur 

n. Special medical or nursing care or equipment. 
List care or equipment needed for subjects admitted to 
the project. 

8-7. Project medlcations 
(Describe when applicable.) 

a .  Complete name of all medications used to include 
control. 

b. Source of all medications to include controls and 
lot numbers. If medication is formulated within DA. list 
all components, when formulated. and manufacturing 
and quality control plans. 

c .  Place where study medications are to be stored 
during the study. 

d .  Dose range 
e .  Dose schedule. 
f. Radioactii’iv specifications. 
g. Administratiun, 
h. Pie-drug period. 
i .  Duration of dNg treatment. 
j .  Accompanving medications (Those allowed.) 
k .  If needed, what antidotes must be available 
1.  Labeling of study medications. (Include a copy of 

the label format.) 

8-8. Evaluations made durlng and followlng 
project 
(Evaluation may also he represented by using a project 
schematic.) 

Note. It is very important to state in the protocol umho 
is actually going to perform the evaluations below. 

a .  Specimens to be collected. 
( I  ) Schedule 

B-1 
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( 2 )  Evaluations to be made on specimens. 
(3) Storage. Where, and if special conditions are 

(4) Labeling and disposition. 
(5)  Laboratories performing evaluations. 
(6) Special precautions for  subject and 

b. Clinical assessments. (To include how adverse ef- 

c .  Vitaf signs. When desired and frequency. 
d .  Followup procedures. 
e .  Disposition of data. Where it is stored and for how 

long. 
f. Methods used for data collection. Critical meas- 

urements used as end points to characterize safety, effi- 
cacy, or equivalency. 

required. 

investigators. 

fects are to be recorded.) 

g. Statistical measures in analyzing data. 

B-9. Departure from protocol for individual 
patients 

a .  When allowed. (Flexible but definite criteria.) 
b. Who will be notified. 

8-10. Adverse reactions 
a .  Definition of subject reactions 
b . Immediate reporting. 
c .  Routine reporting. 

B-11. Modifkatlon of protocol 
Describe the procedure to be followed if the protocol is 
to be modified, terminated, or extended. 

B-12. Example of all observation forms 

8-13. Statement pertaining to the disposition of 
unused project medications, if applicable 

8-2 

8-14. Use of information and pubilcatlons 
arising from the study 

8-15. Special or unusual funding lmplkations 

8-16. Medical monitor 
(When applicable, the name and telephone number of 
the medical monitor.) 

8-17. Human Use Committee 
Give a brief explanation of which HUC will provide ini- 
tial, continued, and annual review. 

8-1 8. Signature of appropriate approving off C 
ciai and date 

8-1 9. Documentation 
a .  Completed DA Form 5303-R. (See app E.) 
b. Institutional review of scientific and human use 

c .  Radioisotope and Radiation Control Committee, or 

d .  Human use approval. 
e .  Animal use review and approval, if applicable. 
f. Biographical sketch of principal and associate 

investigators. 
g .  Completed copies of the following FDA Forms, if 

applicable. (Blank copies of the below listed forms are 
available from the National Center for Drugs and Bio- 
logics, Food and Drug Administration, 5600 Fishers 
Lane, Rockville, MD 20857 .) 

(1) FDA Form 1571 (Notice of Claimed 
Investigational Exemption for a New Drug). 

(2) FDA Form 1572 (Statement of Investigator 
(Clinical Pharmacology)). 

(3) FDA Form 1573 (Statement of Investigator). 

issues. 

equivalent, review and approval, if applicable. 
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I 

C-1. Front cover 
Document the report as the “Clinical Investigation Prr- 
gram, RCS MEB300(Rl)”  to identify it as a recurring 
medical report. 

C-2. Title page 

C-3. Foreword 

C-4. Table of contents 
a. List according to hospital departments (Medicine. 

Surgery, etc.). 
b .  Indicate year project was initiated and its present 

disposition: Ongoing (0). Terminated (T). Completed 
(C), Submitted for Publication (SP), or Published (P). 

C-5. Table of publkatlons and presentatlons 
tor current fiscal year 

C-6. Unit summary sheet 

List according to hospital department. 

Report the total activities of the clinical investigations 
unit e,. 

a. Objectives. 
b. Technical approach. 

( 1 ) Manpower. 
(2) Funding (preceding and current fiscal year). 

r. Progress. 

C-7. Detafl sheets 
Report specific information of individual protocols 

a .  Objectives. 
b. Technical approach. 

(&Summary of experimental design. 
(2) Manpower. 
(3) Funding (preceding and current fiscal year). 
(4) Number of subjects enrolled to date. 
( 5 )  Number of subjects enrolled for reporting 

(6) Nature and extent of significant adverse 

(7) Latest date of periodic review and decision to 

c. Progress. Summary of prior and current progress 

period. 

reactions. 

continue or discontinue study. 

and all publication(s) andlor presentation(s). 

C-8. Index 
a .  Subject. 
b. Author. 

C-9. Back cover 
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investigator. A higher echelon of command must review 
and approve such research projects. 

D-2. Functions and operations 
Each HUC- 

a. Will follow written procedures for- 
( I )  Conducting its initial and continuing review of 

clinical investigation; reporting its findings and actions 
to the investigator and the approving official. 

(2)  Determining those projects that- 
(a )  Require review more often than yearly. 
,$) Need verification from sources other than the 

investigators that no material changes have occurred 
since previous HUC review. 

(3) Insuring prompt reporting to the HUC of pro- 
posed changes in an investigation; insuring changes in 
approved projects, during the period for which approval 
has already been given, are not initiated without HUC 
review except to eliminate apparent immediate hazards 
to the subject. 

(4) Insuring prompt reporting to the HUC and ap- 
proving official of unanticipated problems involving 
risks to subjects or others. 

b. Except when an expedited review is used (see para 
D-3). will review proposed protocols at convened meet- 
ings at which a majority of HUC members are present. 
For the protocol to be approved, it will receive the ap- 
proval of a majority of those members present at the 
meetings. 

e. Will report. to the approving official, any serious 
or continuing noncompliance with HUC requirements 
and determinations found by investigators. 

d. Will conduct continuing review of clinical investi- 
gations at intervals proper to the degree of risk. but not 
less than once per year. 

e. Have the authority to observe or have a third pany 
observe the consent process and the investigation. 
f. Will maintain a current list of HUC members. 

Members will be identified by name, earned degrees, 
representative capacity. and experience such as board 
certifications and licenses. Information will be complete 
enough to describe each member's chief anticipated 
contributions to HUC reviews. Any employment or 
other relationship between members and the institution 
will be noted. 
g. May recommend safeguards or special conditions 

to a protocol If the HUC does so. the approving 
official- 

( I )  May not reduce the safeguards or conditions if 
he or she approves the protocol. 

( 2 )  May require additional safeguards. 
( 3 )  May disapprove the protocol. 
(4) May refer the protocol to a higher echelon ap- 

proving authority and review committee. 

D-1 

Appendix D 
Human use Committee (HUC) 

D-I. Membership 
Membership will include only full-time federally 

employed persons. 
b. Each HUC will have at least five members. Mem- 

bers will have diverse backgrounds to promote complete 
and adequate review of clinical investigation activities 
commonly conducted in the Clinical Investigation Pro- 
gram, Members should be sufficiently qualified through 
experience and expertise. The racial and cultural back- 
grounds of members and their sensitivity to such issues 
as community attitudes should promote respect for their 
advice and counsel in safeguarding the rights and wel- 
fare of human subjects. 

C.  Besides having the professional competency to re- 
view specific clinical investigations, the HUC will be 
able to determine if proposed investigations are accepta- 
ble, Acceptability will he in terms of AMEDD commit- 
ments and regulations. applicable law, and standards of 
conduct and practice. A HUC may regularly review in- 
vestigations that involve vulnerable categories of sub- 
jects, Therefore, it will include one or more persons 
concerned primarily with the welfare of these subjects. 

d. Normally, no HUC may consist entirely of men or 
women, or members of one profession. The approving 
official may waive this requirement in those cases in 
which compliance is impractical. 

e. Each HUC will include at least one member whose 
primary concerns are nonscientific; for example, law- 
yers. ethicists, and members of the clergy. The approv- 
ing authority, or HUC itself, may have reason to believe 
a given proposal includes more than minimal risk. If so, 
a physician will be included as an ad hoc member of the 
committee. 
f. Each HUC will include at least one member who is 

not otherwise affiliated with the institution and who is 
not part of the immediate family of a person affiliated 
with the institution. The requirement for a nonaffiliated 
member may be met by appointing a member of an in- 
stitution or organizational unit not subject to the imme- 
diate authority of the approving official. 

g. Except to provide information requested by the 
HUC. no HUC may have a member taking part in its 
initial or continuing review of any project in which the 
member has a conflict of interest. 

h. A HUC may. at its discretion, invite persons with 
special competence to assist in the review of complex 
issues that require expertise beyond that available on the 
HUC. These persons may not vote with the HUC. 

i. The approving official may not be a member. The 
approving official may not approve clinical investiga- 
tions for which he or she is also a principal or associate 
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~-3 .  ~ ~ p d l t e d  review procedures 
a ,  see appendix F for a list of categories of investi- 

[hat the HUC may review in an expedited review 

h.  see paragraph 3-2d for the expedited review pro- 
procedure 

cedure that the HUC will follow. 

0-4. Criteria for HUC approval of clinical 
lnvestlgatlons 

a. In evaluating risks and benefits for clinical inves- 
tigations, the HUC should consider only those risks and 
benefits that may result from the investigation. 

b. To approve investigations covered by this regula- 
tion. the HUC will determine that all of the require- 
ments below are met. 

( I )  Risks to subjects are minimized by using proce- 
dures that are- 

(a) Consistent with sound investigation design 
and do not unnecessarily expose subjects to risk. 

(b) Already being used on the subjects for diag- 
nosis or treatment, when appropriate. 

(2) Risks to subjects are reasonable in relation to- 
(a) Anticipated benefits. if any, to subjects. 
( b )  The importance of the knowledge that may 

(3) In making an asscssmmt for the selection of 
reasonably be expected to result. 

subjects. the HUC should take into account- 
(a) The purpose of the investigation. 
(b) The setting in which the clinical investiga- 

tion will be conducted. 
(4) Informed consent will be sought from each pro- 

spective subject or the subject’s legally authorized 
representative. 

( 5 )  Informed consent will be properly documented. 
(6 )  When appropriate, the plan makes adequate 

provision for monitoring the data collected to insure the 
safety of subjects. 

(7) When appropriate, adequate provisions exist to 
protect the privacy of subjects and to maintain the confi- 
dentiality of data. 

c. Some or all of the subjects may be vulnerable to 
coercion or undue influence such as persons with acute 
or severe physical or mental illness. or those who are 
economically or educationally disadvantaged. If so, 
proper additional safeguards will be hcluded in the 

r 
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1 study to protect the rights and welfare of these subjects. 

D-5. Suspension or termlnatlon of approved 
clinical investigation 

a.  A HUC will have the authority to suspend or end 
an approved investigation that- 

( 1 )  Is not being conducted according to the HUC’s 
requirements. or 

(2 )  Has been associated with unexpected serious 
harm to subjects. 

6 .  Suspensions or terminations of clinical investiga- 
tion will include a statement of the reasons for the 
HUC’s action. They will be reported promptly to the 
principal investigator and approval official. 

D 4 .  HUCrecords 
a. A HUC will prepare and maintain adequate docu- 

ments on HUC activities, including- 
( I )  Copies of all proposals reviewed, scientific 

evaluations that accompany the proposals, approved 
sample consent documents, progress reports submitted 
by investigators, and reports of injuries and adverse 
reactions. 

( 2 )  Minutes of HUC meetings that will be in 
enough detail to show attendance at meetings; actions 
taken by the HUC; the vote on these actions, including 
the number of members voting for. against, and ab- 
staining a decision; the basis for requiring changes or 
disapproving the investigation; and a written summary 
of the discussion of controverted issues and their 
resolution. 

44 
I. (3) Records of continuing review activities. 

(4) Copies of all correspondence between the HUC I 

and the investigators. 
( 5 )  A list of HUC members. 
(6) Written procedures for the HUC. 
(7) Statements of significant new findings. 

b. The records required by this regulation will be re- 
tained for at least I O  years after completion of the clini- 
cal investigation. These records will be destroyed after 
50 years. (See AR 34CL18. app 1.)  Such records will be 
accessible for inspection and copying by authorized DA 
personnel and representatives of the Food and Drug Ad- 
ministration at reasonable times and in a reasonable 
way. 

D-2 
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Appendix E jects’ rights. and whom to contact in the event of a 
lnstrUCtiOnS for the Completion of the study-related injury to the subject. 

E-9. A statement that- 
Volunteer Agreement Affidavit 

a. Participation is voluntary. 
b.  Refusal The principal investigator will fill in the following in- 

formation in PaRS A and Of 5303-R and in- 
form the subject of each entry on the form. 

participate will involve no penalty or 
loss of benefits to which the subject I S  otherwise 
entitled. 

c. The subject may discontinue participation at any 
which the E-I. The title of the study and place where it i s  to be 

conducted. subject iwthenvise entitled 
time without penalty or loss of benefits 

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

E-3. _A statement that the study involves clinical inves- 
tigation. An explanation of the purpose of the study and 
the expected duration of the subject’s participation. A 
description of the procedures to be followed. An identi- 
fication of any experimental procedures. A statement 
giving informarion about prior, similar, or related stud- 
ies that provide the rationale for this study. 

E 4  A description of any reasonably foreseeable risks 
or discomforts to the subject. 

E-5. A description of any benefits to the subject or to 
others that may reasonably be expected from the study. 

E 4  A disclosure of proper alternative procedures of 
courses of treatment. if any. that might be advantageous 
to the subject. 

E-7. 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 protocol. a statement noting the 
possibility that the Food and Drug Administration may 
inspect the records 

E-8. An explanation of whom to contact for answers to 
pertinent questions about the study and the study sub- 

E-10. For a study involving more than minimal risk, 
an explanation as to whether any compensation and 
medical treatments are available if injury occurs and, if 
so. what they consist of, or where further information 
may be obtained. 

E-1 1. When appropriate, one or more of the elements 
of information below will also be given to each subject 
and entered on the form. 

a. A stalement that a certain treatment or procedure 
may involve risks to the subject (or to the embryo or fe- 
tus. if the subject is or may become pregnant) that are 
currently unforeseeable, 

b. The anticipated circumstances under which the 
subject’s participation may be terminated by the investi- 
gator without regard to the subject’s consent 

c .  Any additional costs to the subject that may result 
from participation in the study. 

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

e. A statement that significant new findings devel- 
oped during the course of the study relating to the sub- 
ject‘s willingness to continue to participate will be giv- 
en to the subject. 

f. The approximate number of subjects involved in 
the study. 

g. The precautions to be observed by the subject be- 
fore and after the study. 

;g 
E-1 
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Appendix F 
Expedited Revlew Categories 

I AR 40-38 

(4) Thermography. 
( 5 )  Detection of naturally Fccurring radioactivit) 
(6) Diagnostic echography 
(7) Electroretinography 

c .  Does not include exposure to electromagnetic radi- 
ation outside the visible range (for example. X-rays or 
microwaves) 

F-4. Collection of blood samples by venipuncture, in 
amounts not exceeding 450 milliliters in an &week peri- 
od and no more often than two times per week, from 
subjects 18 years of age or older and who are in good 
health afd not pregnant. 

F-5. Collection of both supragingival and subgingival 
dental plaque and calculus. The procedure must not be 
more invasive than routine prophylactic scaling of the 
teeth. The process must be accomplished according to 
accepted prophylactic techniques. 

F-6. 
such as investigations of speech defects. 

F-7. Moderate exercise by healthy volunters 

F-8. Study of existing data. documents, records, path- 
ological specimens, or diagnostic specimens. 

F-9. Others as approved by HHS or TSG 

Voice recordings made for research purposes 

I 

F-1. 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 

F-2. Collection of- 

and uncannulated saliva. 
a. Excreta and external secretions including sweat 

b. Placenta at delivery. 
c. Amniotic fluid at the time of rupture of the mem- 

brane before or during labor. 

F-3. Recording of data from subjects who are 18 years 
of age or older, using noninvasive procedures routinely 
employed in the clinical practice. This category- 

a. Includes the use of physical sensors that are ap- 
plied either to the surface of the body or at a distance 
and d o  not involve input of matter or  significant 
amounts of energy into the subject or an invasion of the 

I subject’s privacy. \ 
b. Includes such procedures as- 

(1) Weighing. 
i (2) Electrocardiography . 

i? F-1 



CFR . . . . . . .  
CIC . . . . . . . .  
CIP . . . . . . . .  
DA . . . . . . . .  
DCSPER . . .  
DOD . . . . . . .  
HHS . . . . . . .  

HSC . . . . . . .  
HSRRB . . . .  

HUC . . . . . . .  
HURO . . . . .  
IDE . . . . . . . .  
IND . . . . . . .  

IRB . . . . . . . .  
MACOM . . .  
MEDCEN . .  
MTF . . . . . . .  
OMA . . . . . .  
Poc . . . . . . .  
RDTE . . . .  I . .  

TSG . . . . . .  
UCMJ . . . . . .  
USAMRDC . . 

dici Department 
Cod; of Federal Regulations 
Clinical Investigation Committee 
Clinical Investigation Program 
Department of the Army 
Deputy Chief of Staff for Personnel 
Department of Defense 
Department of Health and Human Serv- 
ices 
US Army Health Services Command 
Human Subjects Research Review 
Board 
Human Use Committee 
Human Use Review Office 
Investigational Device Exemption 
Notice of Claimed Investigational Ex- 
emption for a New Drug 
Institutional Review Board 
major A m y  command 
medical center 
medical treatment facility 
Operation and Maintenance, Army 
point of contact 
research, development, test, and evalu- 
ation 
The Surgeon General 
Uniform Code of Military Justice 
US Army Medical Research and Devel- 
opment Command 

Seetion II 
Terms 

Assoclate Investlgator 
A person who may he deeply involved in the actual exe- 
cution of clinical investigations but who does not have 
overall primary responsibility. 

Cllnlcal lnvestlgatlon 
An essential component of optimum health care. Under 
this program. clinical investigation consists of orga- 
nized scientific inquiry, both in humans and by directly 
related laboratory work, into clinical problems of signif- 
icant concern in the necessary health care of members of 
the military community (including active duty person- 
nel, dependents, and retirees) to- 

a. Achieve continuous improvement in the quality of 
patient care. 

b. Provide experience in the essential discipline 
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achieved by those taking part in such organized inqutr. 
ies; provide experience for personnel who will ultimate- 
ly be teaching chiefs in military hospitals and consult- 
ants in medical facilities. 

c. Maintain an atmosphere of inquiry because of the 
dynamic nature of the health sciences. 

d. Maintain high professional standing and accredita- 
tion of advanced health programs 

Cllnksl lnvestlgatlon Committee (Clc) 
A committee appointed by the commander to review, 
before , W C  review, all clinical investigation protocols. 
to include animal and laboratory studies. for scientific 
adequacy. to set priorities for support. and to make 
recommendations. 

Consent 
The legally effective agreement to take part as a human 
subject. The agreement may pertain to one's own partic- 
ipation or he in behalf of someone else's participation 
Three terms associated with this meaning that distin- 
guish between the legal validity of such agreements are 
subject consent, permission. and assent. These terms 
are defined below. 

a .  Subject consent. Agreement by an adult person 
who has autonomous legal capacity to consent to taking 
part as a human subject This form of consent pertains 
only to adults who have not lost their legal capacity to 
consent. 

b.  Permission. Agreement by a "legally authorized 
representative" for taking pan as a human subject of 
another person who does not possess autonomous legal 
capacity to consent in his or her own behalf. A legally 
authorized representative is a person or judicial body 
authorized under applicable law to grant permission 
(also known as third-party consent) 

c .  Assent. The affirmative agreement to take part as a 
human subject by a person not possessing autonomous 
legal capacity to consent in his or her own behalf. hut 
who is capable of understanding what is proposed and 
able to express an opinion as to willingness to partici- 
pate. Assent is concurrence in what is proposed, hut is 
not a substitute for subject consent because, unlike 
consent. assent has no legal effect. 

Epldemlologlcal surveys 
Surveys and studies of the distribution and determinants 
of the frequency of disease in humans. Epidemiological 
surveys focus on "ills" of a population rather than on 
persons; however. individual participation may be di- 
rectly involved through the donation of blood or other 
body products. 

Expedlted review procedures 
Those procedures used in certain kinds of investigations 

Glossary 1 
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involving no more than minimal risk and those used for 
minor changes in approved investigations. 

M R h  care practl t loner 
individual trained to interact with patients to provide 

diagnostic or treatment procedures within established 
professional standards. 

Health care delivery studies 
Application of scientific methods to the study of the 
availability, organization, administration, and manage- 
ment of health services. The efficiency and effective- 
ness with which such services are delivered are 
included. 

Human subject 
a. A living person about whom an investigator con- 

ducting clinical investigation obtains data through inter- 
action with the person. Both physical procedures and 
manipulations of the subject or the subject’s environ- 
ment are included. The term does not include military or 
civilian personnel who are qualified to test by assign- 
ment to duties that call specifically for such qualifica- 
tions such as test pilots and test engineers. 

b. Human subjects may be classified according to 
their legal or mental capacities to exercise their right of 
choice to take pan as human subjects. These classifica- 
tions are as follows: 

( I )  Minor. Any person who does not qualify as an 
adult as defined below. 

(2) Adulr. Any person who, under the applicable 
laws of the jurisdiction (State) in which the clinical in- 
vestigation is conducted, may consent to general medi- 
cal care. (This type of consent is distinguished from 
consent for treatment of specific conditions such as 
pregnancy, drug addiction, venereal disease. and 
contraception .) 

Human S u b j e c t s  R e s e a r c h  Revlew Board 
(HSRRB) 
The principal body of the Office of The Surgeon Gener- 
al for review of clinical investigation and research 
activities. 

Human Usa C o m m W  (HUC) 
A body set up under any name to provide initial and 
continuing review of clinical i n v e s t i g w  involving 
the use of human subjects. A HUC is fundamentally 
similar to an Institutional Review Board (IRB) (45 CFR 
46) but has somewhat different authority as compared to 
an IRB. Within DOD. authority to approve the use of 
human subjects in clinical investigations is invested in 
commanders. Commanders act on the recommendations 
of validly constituted HUCs. Outside DOD, IRBs tend 
to be vested with this authority. Appendix D describes 
the membership, functions, and operations of a HUC. 

Glossary 2 
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insti tution 
Any public or private entity or agency (including Feder- 
al, State. and other agencies). 

Investlgatlonai drug 
A drug may be considered investigational when the 
composition is such that it- 

a. Is not generally recognized for use under the con- 
ditions prescribed, recommended. or suggested in its la- 
beling. Experts qualified by scientific training and expe- 
rience evaluate the safety and effectiveness of drugs to 
make this determination. 

b. Has become so recognized, as a result of investi- 
gations to determine its safety and effectiveness for use 
under such conditions. 

c. Has not, however, otherwise been used in such in- 
vestigations to a material extent or for a material time 
under such conditions. 

. I  investigational medkal device > 
a. A device that is not generally- a (1) Recognized as safe or effective. 

(2) Intended for use in the diagnosis. cure. mitiga- 
tion. treatment, or prevention of disease in humans. 

b. Clinical investigation is usually, but not necessari- 
l y ,  initiated to determine if the device is safe or 
effective. 

Legally authorlzed representat ive 
A person or judicial or other body authorized under ap- 
plicable law to consent on behalf of a prospective sub- 
ject to the subject’s taking part in the procedures in- 
volved in the investigation. T Medlcai monitor 
A military or DA civilian physician who is responsible 
for observing human subjects during the conduct of 
clinical investigations. I 

Minimal risk 
The risks of harm anticipated in the proposed clinical 
investigation are not greater, considering probability 
and magnitude. than- 
a. Those ordinarily encountered in the subject’s daily 

life, or 
b. During the performance of routine physical or psy- 

chological examinations or tests. 

Non-US citlzens i 
Foreign nationals excluding, for the purposes of this 
regulation. personnel on active duty. 

Principal invest igator  
A person, regardless of title, who is primarily responsi- 
ble for the actual execution of clinical investigations. 
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Protocol 
(See app B for an example of a protocol.) The written 
detailed plan by which clinical investigation is to be 
conducted. The plan contains, as a minimum- 

contraindications. safety measures. and other means 10 
be used to reduce any risk to humans. 

Schedule I controlled drug substance 
a. The objectives of the project. Any drug or substance by whatever official name, com- 
b.  The information to be collected. mon or usual name, chemical name. or brand name 
c. The means by which it will be collecled and evalu- listed in  part 1308. title 2 1. Code of Federal 

ated; an assessment of potential risk to humans; and Regulations. 
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By Order of the Secretary of the Army: 

JOHN A .  WICKHAM, JR. 
General. United States Army 
Chief of Staff 
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