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DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

National Institutes of Health 
PROTECTION OF HUMAN SUBJECTS. 

Policies and Procedures 
I n  the FEDERAL REGISTER of Oct&er 9, 

1973 (38 FR 27882 et seq.). the Secre- 
tary of Health, Education, and Welfare 
issued a notice of proposed rulemaking 
concerning the protection of human sub- 
jects and mentioned that DHEW through 
the National Institutes of Health, had 
appointed a speclal study group to re- 
view and recommend policies and special 
procedures for the protection of chil- 
dren, prisoners, and the institutionalized 
mentally infirm in rcsearch. develop- 
ment, and demonstration activities. The 
report of this study group has been com- 
pleted in druflt form and reviewed by the 

.Director, NIH. - 
There may well be elements in  the 

recommendations which m i l l  provoke 
debate and controversy. We recognize 
that public consideration and comment 
are vital to the development of our final 
recommendations to the Secretary and 
are inviting such comment nom even 
though the materials are still pending 
final review and completion. The product 
of our effort after considering public 
comment will be transmitted to the As- 
sistant Secretary for Health. HEW to 
recommend to the Secretary. HEW that 
it appear again in the FEDERAL REGISTER 
as proposed rulemaking for further pub-, 
lic comment. Such a procedure is con- 
sistent with long established DHEW pol- 
Icy for permitting extensive public op- 
portunity to affect the promulgation of 
DHEW regulations. 

I t  must be clearly understood by the 
reader that the material that follows is 
not proposed rulemaking in the technical 
sense, and is not presented as Depart- 
mental, Public Health Service, or N I H  
policy. Rather it is a draft working docu- 
ment on which early public comment 
and participation is invited. 

Please address any comments on these 
draft policies and procedures to the Di- 
rector, National Institutes of Health, 9000 
Rockville Pike, Bethesda. Maryland 
20014. All comments should be received 
by January 4,1974. 

Additional copies of this notice are 
available from the Chief, Lnstitutional 
Relations Branch, Division of Research 
Grants. National Institutes of Health, 
9000 Rockville Pike, Bethesda. Maryland 
20014. 

Dated: November 6,1973. 
ROBERT S. STONE, 

Director, 
National Institutes of Nealth. 

RESEARCII. DEVELOPYENT, AND DEBIONSTRA- 
TION ACTIVITIES: LIMITATIONS OF IN- 
FORMED CONSENT 

SPECIAL POLICY CONSIDER.4TION.S 

SuriLnurry 
NOVEMBER 5,1973. 

The mksion of the Department of 
Health, Education, and Welfarc includes 

NOTICES . 

ihhc improvement of the licalth of the Na- 
tion’s people tlrough research. develop- 
ment, and demonstration activities which 
at times involve human subjects. Thus, 
policies and procedures are required for 
the protection of subjects on whose par- 
ticipation these activities depend. 

Informed consent is the keystone of 
the protection of human subjects in- 
volved in research. developmcnt. and 
demonstration activities. Certain , cate- 
gories of persons Fnve limited capacity 
to concent to their involvement in such 
activities. Therefore, as a supplement to 
DHEW policies. special protections are 
proposed for children, prisoners, and the 
mentally infirm who arc to be involved 
in research, development, and demon- 
stration activities. 

Agency “Ethical Review Boards” are to 
be established to provide rigorous revicw 
of the ethical issues in research, develop- 
ment, and demonstration activities in- 
volving human subjects, in order to 
make judgments regarding societal &c- 
ceptability in relation to scientific value. 
“Protection Committees” are to be estab- 
lished by the applicant to provide “sup- 
plementary judgment” concerning the 
reasonableness and validity of the con- 
sent given by, or on behalf of, subjects. 
The intent of this policy is that  institu- 
tions which apply for DHEW funds or 
submit research in fulfillment of DHEW 
regulations, must be in compliance with 
these special protections, whether or not 
particular research, develoi:ment, or dem- 
onstration activities are Federally activ 
ities. 

1. Children. I f  the health of children is 
to be improved, research activities in- 
volving their participation is often essen- 
tial. Limitation of their capacity to give 
informed consent, however. requires that 
certain protections be provided to assure 
that scientific importance is weighed 
against other social values in determining 
acceptable risk to children. Therefore, 
research, development, and demonstra- 
tion activities which involve risk to chil- 
dren who participate must: 

a. Include a mechanism for obtaining 
the consent of children who are 7 years 
of age or older: 

b. Include the applicant’s proposal for 
use of a Protectlon Committee which is 
appropriate to the nature of the activity; 

c. Be reviewed and approved, in con- 
formity with present DHEW policy, by 
an  Organizational &view Committee; 
and 

d. Be reviewed by the appropriate 
agency Primary Review Committee, the 
Ethical Revlew Board, and the appro- 
priate secondary review group. 

2. Special categories.-a. The Abortus. 
No research. development, or demonstra- 
tion activity involving the non-viable 
abortus shall be conducted which: 

1. Will prolong heart beat and respira- 
tion artificially solely for the purpose of 
research : 

2. Will of itself terminate heart bcat 
and. respiration; 

3. Ifas not bccn reviewed by the agency 
Ethical Review Board: rtnd 

4. Has not been consented to by the 
prcLmant woman with participation of a 
Protection Committee. - 

(An abortus havtnc the capaclty to 6%- 
tain heart bcat and respiration Is in fact 
a Premature infant. and all regulations 
governing researcli on children apply.) 
b. The fetus in utero. No research 

involving pregnant women shall be con- 
ducted unless: 

1. Primary Review Groups assurc that 
tho activity is not Iikcly to harm the 
fetus; 

2. the agency Ethical Review Board 
has reviewed the activity: 

3. a Protection Committee is operat- 
ing in a manner approved by the agency; 
and 

4. the consent of both prospective 
legal parents has been obtained, when 
reasonably possible. 

c. Products oj in vitro fertilization. No 
research involving implantation of 
human ova which have been fertilized 
in vitro shall be approved until the 
sa.fety of the technique has been demon- 
strated as far as possible in sub-human 
primates, and the responsibilities of the 
donor and recipient “parents” and of 
research institutions and personnel have 
been established. Therefore, no such re- 
search may be conducted without review 
of the Ethical Review Board and of a 
Protection Committee. 
3. Prisoners. Research, development, 

and demonstration activities involkl.ing 
human subjects oftcn require the partic- 
ipation of normal volunteers. Prisoners 
may be especially suitable subjects for 
such studies, although there are prob- 
lems concerning the voluntariness of the 
consent of normal volunteers who are 
confined in institutions. Certain pro- 
tections are required to compensate for 
tho diminished autonomy of prisoners in 
giving voluntary consent. Research, de- 
velopment, and demonstration activities 
involving prisoners must: 

a. Include the applicant’s proposal for 
use of a Protection Committee which is 
appropriate to the natwe of the. activity; 

b. Be reviewed and approved by an 
Organizational Review Committee which 
may already exist in compliance with 
present DHEW policy or which must be 
appointed in a manner approved by the 
appropriate DHEW agency; 

c. Be reviewed by the agency Primary 
Review Committee; and 

d. Be conducted- in m institution 
which is accredited by the Secretary of 
Health, Education, and Welfare. 

4. The mentally infirm. Insofar as the 
institutionalized mentally infirm might 
lsck either the competency or the au- 
tonomy (or both) to give informed con- 
sent, their participation in research re- 
quires additional protection: 

a. Research, devclopmcnt and demon- 
stration activities involving the mentally 
infirm will bo limited to iiivestigatioils 
concerning (1) diagnosis. etiology, pre- 
vention, or treatment of the disability 
from which they suffer, or (2) aspects of 
institutional life. p e r  se, or (3) infor- 
mation which can be obhined only from 
such subjects. 

All rcscarch, development and demon- 
stration activities involving such per- 
sons must: 

1. Includo the applicant’s ‘assurance 
that the study can be nccoiiiplisbed only 
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I &th the participation of thc ‘menhll’y 
M r m ;  
2. Include the a p p l i c ~ t l s  p r o w d  

for use of a Protection Committee wllich 
is appropriate to the activity; and 

3. Be reviewed and approved by an 
Organi7ational Review Committee. in 
conformity with present DHEW pohcy. 
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INTRODUCTION 
The mission of the Department of 

Health, Education, and Welfare includes 
the improvement of the health of the 
*Nation’s pcople through biomedical re- 
search. This mission requires the estab- 
lishment of policy and procedures ior the 
protection of subjects on whose partici- 
pation that  research depends. In DHEW 
policy, as well as in ethical codes per- 
taining to research in human subjects. 
the keystone of protection is informed 
consent. , . 

An uncoerced person of adult gears 
and sound mind may consent to the ap- 
plication of standard medical procedures - in the case of illness, and when fully and 
propcrly informed, may legally and 
ethically consent to accept the risks of 
participating in research activities. Par- 
ents and legal guardians have authority 
to consent on behalf of their child or 
ward to established therapeutic proce- 
dures when the child is suffering from an  
illness, even though the treatment might 
involve some risk. 

There is no firm legal basis, however, 
for parental or guardian consent to psr- 
ticipstion in research on behalf of sub- 
jects who are incompetent, by virtue of 
w e  or mental state, to understand tho 

. . 
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lnforniation provided and to formulate 3. Studies which are related to a ,,a- 
the judgments on which valid consent tient’s disease but from which i l ~  or sile 
must depend. In addition. current poll- will not necessarily rcccive any direct 
cies for clinical rescarch afford such sub- benefit. 
jects Inadequate Protection. Nevertheless. 4. Investigative, non-thcrapcut.ic re- 
to proscribe research on all such subjects. search in which there is no intent or ex- 
simply because existing Protections are pectation of treating nil illness from 
inadequate, would be to deny them PO- which the patient is SuClcring, or in 
tential benefits. and is, therefore, in- which the subject is a “normal co:ltrol** 
equitable. Knowledge of some diseases who is not suffering froin nn illness but  
and therapies can be obtained only from who volunteers to participate for IIIC PO- 
those subjects (such as children) pho tential benefit of othcrs. 
suffer from the disease or who will be It is important to emphasize that 
receiving the .therapy. Their participa- “non-therapeutic” is not ’ to be under- 
tion in research is necesssry to progress stood as meaning “harmful.“ Under- 
in those fields of medicine. When such standing of normal processes is csscn- 
subjects participate in research, they tial; it is- the prerequisite, in many in- 
need more protection than is provided stances, to recognition of those devia- 
by present policy. tions from normal which define disease. 

There are other individuals who might Important knowledge can be gained 
be able to comprehend the nature of the through such studies of aornial proc- 
research, but who are involuntarily con- esses. Although such research might not 
fined in institut.ions. Insofar as incar- in any way benefit the subjects from 
ceration might diminish their freedom whom the data are obtained. neither 
of choice, and thus limit the degree to does it necessarily harm them. 
which informed consent can be ‘freely Patients participating in studies iden- 
given, they too need additional Protec- tified in paragraph 13-1, above, are not 
tion. Current policies do not recognize considered to be a t  special risk by virtue 
the Limitations on voluntariness of con- of participating in research activities, 
sent which may emanate from incar- and this policy statement offers no spe- 
ceration. cial protection to them. When patients 
This addition to existing Policy is Of- or subjects arc involved in procedures 

fered as a means of providing adequate identified in paragraphs B2. B3, and B4, 
protection to subjects mho, for one rea- they are considered to be “at risk,” and 
son or another, have a limited ability to the special palicy and procedures set 
give truly informed and fully autono- forth in this document pertain. Excluded 
mous consent to participate in research. from this definition are studies in which 
The aim is to Set standards which afe the risk is negligible. such as rescnrch re- 
both comprehensive and equitable, in quiring only, for example, the recordiiig 
order to provide protection and. to the of height and weight. collecting excreta. 
extent consistent with such Protection, oi. analysing hair, dccjduous teeth, or nail 
maintain an  environment in which din- clippings. Some studjes which appear to 
‘ical research may continue to thrive. involve negligible physical risk might. 

1. Lkfinitions. For purposes of this however, have psychological, sociolozicnl 
’policy: . -. or legal implications which are sipnifi- 

A. Subject at risk means any individ- cant. In that event, the subjrcts are in 
.ual who might be exposed to the p w l -  fact “at i-isk,” and appropi3nt.e proce- 
bility of harm (physical, psycholo~cal, dures described in this document shall 
sociological, or other) as a consequence be applied. 
of participation as a subject in any re- C. Children are individuals who have 
search, development or demonstration not attained the legal age of consent to 
activiby (hereinafter called “activity”) participate in research xi determined 
which goes beyond the application of es- under the applicable law of the .jurisdic- 
tablished and accepted methods neces- tion i n  which the proposed research is to 
sary to meet his needs. be conducted. 

B. ClinicaE research means an  inves- D. Pregt~a?lcy encompasses the period 
tigation involving the biological, behav- of time from implantation Until delivery. 
ioral, or psychological study of a per- All women during the child b e a r i ~  years 
son, his body or his surroundings. This should be considered a t  risk of preg- 
includes but is not limited to any medi- PancY; hence, prudence recluil-es defini- 
cal or surgical procedwe, any withdraw- tive exclusion of premancy when women 
ai or removal of body tissue or fluid, any in this period of life are subjects for ex- 
administration of a chemical substance, . perimentation which might affect the 
any deviation from normal diet or daily fetus. 
regimen, and any manipulation or ob- E. Fetus means the product of concep- 
seravtion of bodfly processes, behavior tion from the time Of implRllk?tiOn to 
or environment. Clinical research corn, the time of delivery from the UterUS. 
prises four categories of activity: F. Abortus means a fetus when it is 

1. Studies which. conform to estab- expelled whole, whether slmntaneously 
lished and accepted medical practice or as a result of mcdical or surgical inter- 
with respect to diagnosis or treatment of vention undertaken wi th  the intention 
an illness. of terminating . a prr6?i~ncy, prior to 

2. Studies which represent a deviation viability. d,$nlition, for tile purpose 
“ , o , l ~ ~ ~ ~ ~ ~ e ~ t ~ ~ ~ r ~ ~ ~ d ~ ~ ~ ~ ~ ~  of this policy, excludcs the placenta, fetal 

of explusion, a dead ictus, and isolated ness in a patient. , 

. - .  

prevelition, or treatment of a specific ill- material which is macerated nt the time 

_I . . .  . 1 .  
i .  . ) .  . .  , .  

. .  . .  
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fetal tissue or organs excised from a dead 
fetus. 
G. Viability of the fetus, means the 

ability of the fetus, after either a spon- 
taneous deliveiy or an  abortion, to sur- 
vive to the mint of independeiitly main- 
taining vital functiops; such a “viable” 
fetus is a premature infant. Detcrmina- 
tion of viability entails a subjective and 
objective judgment by the physician at- 
tending labor or examining the product 
of conception, and must be made by a 
physician other than the investigator 
wislling to use fetal tissue in research. In 
.general. and all other circumstances not- 
withstanding, a beating heart is not sufli- 
cient kvidence of viability. A t  least one 
additional necessary condition is the 
possibility that the lungs can be inflated. 
Without this precondition. no currently 
available mechanisms to initiate or main- 
tain respiration can sustain life; and in 
this case, though the heart is beating, the 
fetus or abortus is in fact non-viable. 

H. I n  vitro fertilization is any fertili- 
zation of human ova which occurs out- 
side the body of the female, either 
through admixture of donor sperlii and 
ova or by any other means. 

I. Prisoner is any individual involun- 
tarily conflned in a penal institutlon. 
The term in intended to encompass indi- 
viduals sentenced to such an institution 
under a criminal or civil statute, or indi- 
viduals detained by virtue of statutes 
which proklde alternatives to criminal 
prosecution. 

J. Mentally infirtn. includes the men- 
tally ill, the mentally retarded, the emo- 
tioilally disturbed. the psychotic, the 
senile, and others with impairments of 
a similar nature, residing as palicnts in 
an institution, regardless of whether or 
not the individual has been determined 
to be legally incompetent. 
K. Informed consent has two elements: 

compreliension of adequate information 
and autonomy of consent. Consent is a 
continuing process. The person giving 
consent must be informed fully of thc 
nature and purpose of the research and 
of the procedures to be used, including 
identlfication of those procedues which 
are experimental. the possible a t tendl i t  
short or long term risks and discom- 
forts, the a.:iticipated benefits to llimself 
and/or others, any alternative methods 
of treatment, expected duration of the 
study, and of his or her freedom to ask 
any questions and to withdraw at any 
time, should the person wish to do so. 
There must also be written evidence of 
the process used for obtaining informed 
consent. including grounds for belief 
that the subject 11% understood the in- 
formation given and has sufficient ma- 
turity and mental capacity to make such 
choices mid formulate the requisite judg- 
ment to consent. In addition, the per- 
son must have suflicicnt autonomy to 
choose. without duress, whether or not 
to participate. Both the comprehension 
of inforination and the autonomy of con- 
sent nrc necessary elements; to tile ex- 
tent that cithcr of these is in doubt. the 
adequacy of informed consent may be in 
doubt. 

. .  
. ,. . ’  

. . .  
L. Supplementary judgment ib the 

judgment madc by others to assent. or to 
refuse to assent, to proccdures for which 
the subject cannot glvc adequate coli- 
sent on his or her own behalf. For the 
purposes of this document. supplemcn- 
tary judgment will refer to judgments 
inadc by local committees in addition to 
the subject’s consent (when possible) 
and that of the parents or lcgal guardian 
(where applicable), as to whether or not 
a subject may pwticipate in clinical- re- 
search. ?his supplementary judgment is 
to be confirmed by the signature of the 
Chairman of the Protection Committee 
on the consent form. In accordance with 
the procedures approved by the agency 
for the Protection Committee. the Chair- 
man’s signature may be affixed on a 
standard conscnt form, or may need to 
bc withheld until the Committee ap- 
proves the participation of the individual 
subject. 

11. General policy. considerations. In 
general. clinical research. like medical 
practice, entails some risk to the sub- 
jects. When the potential subject is un- 
able fully to comprehend the risks which 
might be involved, or to make the judg- 
ment essential to consent regarding the 
assumption of those risks. current mde- 
lines suggest obtaining the consent of the 
parents or legal representative. 

Whereas it is clear by law that con- 
sent of a parent or lcgal represcntativc 
is valid for  established and generally ac- 
cepted therapeutic procedures performed 
on a child or an  incompetent adult. it is 
far from clear that  i t  is adequate for re- 
search procedures. In practice. parental 
or guardian consent generally has been 
accepted as adequate for therapeutic re- 
search, although the issue has not been 
definitively resolved in the courts. When 
reearch might expose a subject to risk 
without defined therapeutic benefit or 
other positive effect on that subject’s 
well-being, parental or guardian consent 
appears to be insu€Ecient. . In  the case of prisoners, confinement 
imposes limitations on freedom of choice 
which brings into question their ability 
to give voluntary consent. A prisoner’s 
ability to give consent may be restricted 
by overt or potential coercion, or by the 
loss of personal autonomy generally con- 
sidered to result from incarceration it- 
self. Therefore, additional protection 
must be afforded this group even though 
an individual’s competency to under- 
stand what is involved might not be in 
doubt. - 

The institutionalized mentally infirm 
are doubly limited: as with children, 
they might not be competent to make 
informed judgments. and. as with pris- 
oners, they are confined under condi- 
tions which limit their civil freedom and 
autonomy. Therefore, their participation 
in research Ccquires special protections. 

The law is not clear on these issues, 
Even if the law were clear, however. ethl- 
cal questions would reninin; specifically, 
whether. and under what conditions re- 
search involving these subject groups 
may proceed. Resolution of these ethical 
questions requires judgments coiicerning 

both the of conducting a particulnr 
research project. mid the ndcqllncy of 
proccdwes for protecting the indivldrnl 
subjects who will be asked to participnte. 
The intcntion of this poky is to broaden 
tho SCOW of review, preclude or resolve 
conflick of interest, and invoke social as 
well as scientific judgments to prokct 
potential subjects who iiiiglit have 
diminished capacity to consent. 

The proposed meclianism for protect- 
ing subjects with limited ability to give 
informed consent culminates in 8 form of 
supplementary judgment, which is to be 
supportive and Protective of the sub- 
ject’s best interests and wishes, to the 
extent that he or she is capable of for- 
mulating and expressing a judgment. In 
the case of children and the mentally 
infirm, it will supplement their judgment 
and that of their parents or guardians. 
In the case of competent individuals who 
have restricted autonomy, it will support 
and protect their wishes. Through this 
mechanism, these subjects will be pro- 
tected as fully as possible by community 
review; however, the nature of some re- 
search pi.ocedures might be such that, in 
addition, court review ultimately will be 
required. 

III. Participation of children in re- 
search-A. Policy considerations. Chil- 
dren have generally becn considered in- 
appropriate subjects for many research 
activities because of their inability to 
give informed consent. There arc circum- 
stances, however, which not only justify. 
but even require their participation. Chil- 
dren do differ from adults in their 
physiologic responses, both to drugs and 
to disease; if the health of children is 
to be improved, i t  is necessary to know 
the nature and extent of these differ- 
ences, and to have a full understanding 
of normal patterns of growth and devel- 
opment, metabolism, and biochemistry in 
the perinatal. infant. early childhood. 
pubertal and adolescent stages of devel- 
opment. Studies of normal physiology 
and bchavior can also provide significant 
benefit to children suffering from disease; 
children are the only subjects from whom 
these data can be obtained. F’urther- 
more, there are diseases which cannot 
be induced in laboratory animals, and 
occur only rarely, if at all, in human 
adults. In  such cases, children are the 
only subjects in whom the disease proc- 
ess and possible modes of therapy can 
be studied. 

The Kefauver-Hanis Act’ requires 
that drugs be tested for safety. cfiicncy 
and ddsage in children and pregrlant 
women before being approved for usc to 
treat illness in such pnticnts. Food rind 
Drug Administration (FDA) al~proval 
for the use of a new drug dcr~cllcls 
upon suhmission of proposcd 1:tbel- 
ing for a new drug, which must 
include “adequate directions for Use” 
and “adequate waiiiings” RS Ul l3P-  

proved uses.’ Acceptance of a nctv drug 

1Fcderal Food, Drug. nnd ConnWllc Act ,  
1062 (FDC A c t ) ,  21 U.S.C. Scc.  301 et. S C q .  

’ F D O  Act Sec. 602(1). 21 U.S.C. SCC. 3 5 % ( f ) .  
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&b on the tuicquncy of the resewch re- 
p & ~  submitted wilh the appllcation to 
support the proposed labeling? Thus, in 

,order for a drug to be distributed in  in- 
tetstate commerce for use In  cludren or 
pregnant women. sufficient tesling must 
&ave taken place in chilclren or prcgnnnt 
women to substantiate claims on the 
label regarding safety, efficacy, and dos- 
age for thosc groups. If  the safe and effi- 
cacious dosage for children and preg- 
nant women has not becn determined, 
the label must so state. Thus, participa- 
tion of children in drug research might 
be the only means of meeting licensing 
requfrements for new drugs for use in 
children, just as studies in pregn'wt 
women might be the only means of meet- 
ing licensing rcquirenients for new di-ugs 
for use in that class of patients. 

When the risk of a proposcd study is 
generally considered not significant, and 
the potential benefit Is explicit, the etN- 
csl issues need not preclude the partici- 
pation of chiIdren in biomedical re- 
search. However, the progression from 
innocuous to noxious, in terms of risk. 
is often subtle. Therefore, nddtional re- 
vim procedures are necessary for re- 
search activities which expose children 
to risk, in order to provide sharp sci-u- 
tiny, vigorous review, and stringent pro- 
cedural safeeuards for all subjects of 
such research. 

Judgments concerning the ethical 
propriety of research depend partly upon 
the scientific assessment of the potential 
risks and benefits. Risk has several im- 
portant elements: severity, probability, 
frequency, and the t h i n g  of possible ad- 

-verse effects. While i t  might not always 
be easy to distinguish these elements, 
they must be evaluated in the assess- 
ment of risk, and in the determination of 
the acceptable limits of specific risk for 
an anticipated benefit. The first judg- 
ment to be made is whether it is possible 
to wess the risk. If studies in animals 
or adults do not provide sufficient infor- 
matlon to assess these elements of risk, 
then the research should not be con- 
ducted on children. If the risks can be 
determined from studies in anima1 aad 
adult human populations, application to 
children may be considered. 

In addition to results from investiga- 
tions on animals and adult subjects, there 
are u n k n m  which must be considered 
ln the weighing of risk to children. These 
include: (1) differences in physiologic or 
psychologic response from adult pat- 
terns; (2) delayed expression of injury 
(for example. until puberty) ; (3) effects 
on developing organs (especially the 'cen- 
tral nervous system) : (4 )  degree of inter- 
ference with ncrmal routine required by 
the study: and (5) possibility of misuse 
of data by Institution or school per- 
sonnel. * 

Once the severity and probability of 
risks in II particular study have been 
Identified, a second judgmcnt must be 
made: given potcnhal benefits of de- 
scribed dimensions, what are the w- 
ceptablc limits of risk to whkh childrcn 

'FDC Act Sec. 605 (b), (d), 21 U.S.C. SCC. 
565 (b), (d). 
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etldcally may be subjected? Value lu&- 
ments which must be weighed here tran- 
scend xientific &ues and suggest that 
the decision requires interaction amone 
individuak tn society with diverse train- 
ing and perspectives. ]Further, given the 
complexity of the issues and the oppor- 
tunity for confict among the interests of 
several parties (the child, the parents or 
guardian, the attending physician. and 
the research personnel) , decisions re- 
garding participation of individual sub- 
jects in research activities involving chil- 
dren should not rest solely with Persons 
directly involved in the research. 

In order to provide both impartial 
ethical review of projects and maximum 
protection of individual subjects. two 
procedures are proposed in addition to 
those currently requii-ed: review by an 
Ethical Review Board at the sponsoring 
DHXXV agency, and participation by a 
Protection Conunittee at the institution 
in which the research is to be conducted. 
Both groups will provide conlmUnity in- 
volvement in decisions and attempt to 
balance scientific value and societd W- 
ceptability of proposed research involv- 
i n g  children. 

B. Ethical Review Board: Ethical re- 
view of projects. Each DHEW agency 
shall appoint an  Ethical Review Board 
to provide rigorous review of ethical is- 
.sues in  research involving human sub- 
jects by people whose interests are not 
solely those of the scientific community. 
Its functions will include: 
-1. Advising the agency on ethicd is- 

sues including review, of questions of 
policy, and development of a d e l i n s  
and procedures; 

2. Fostering inter-agency coherence 
through cognizance of the policies and 
procedures of other agencies; 

3. Reviewing specific proposals or 
classes of proposals submjtted to the 
Board by the agency. These will include 
proposals stipulated herein as requiring 
review by thc Board, 8s well as pro~osals 
submitted on an ad hoc basis by agency 
staff, I n  addition, the Board may recom- 
mend that certain additional classes of 
research be reviewed. 

The acceptability of a research project 
rests on questions of scientific merit as 
well as on questions of ethlcs. The agency 
Primary Review Committees are respon- 
sible for evaluating scientific ment and 
experimental design. The Ethcal Review 
Board will be concerned with ethical is- 
sues and questions of m i e t a l  accepta- 
bility in relation to scientific value. In 
reaching its determination of acceptabil- 
ity, the Board will rely upon the Primary 
Review Cormnittees for judgments on 
scientffic merit and design, existence of 
prerequlsite animal and adult human 
studies, estimated risks and benefits 
(taking into account the competence 
and experience of investigators and the 
adcquacy of their resources), and scien- 
tific importance. It will review proposals 
received from these Primary Review 
Committees. 

An investigator proposing research ae- 
tivlties which expose childrcn to risk 
must document, as part of the applica- 
tion for support, that the information to 

I .  

be gained can be obtnined in no other 
way. The investisa.tor must also stipulate 
either that the risk to the subjeck will 
be inskgnlficmt, or that although some 
risk exists, tlie potential bcncfit is sig- 
niiicant and f a r  outweighs that risk. In  
no cas0 will research activities be ap- 
Proved which entail subshitial risk. ex- 
cept in the case of clearly tllcrapcuiic 
procedures in which thc benefit to the 
patient similicantly outweighs the pos- 
sible harm. The Ethical Review Board 
.shall review all proposals approved by 
Primary Review Committees involving 
children in research activities, except 
when the Primary Review Cotnmittccs 
determine that the subjects are not at 
risk. 

I n  addition to reviewing ethical is- 
sues, the Board will review procedures 
proposed in  the research application to 
be employed by the institution's Protec- 
tion Committee (see below). nnd may . 
suggest modifications of these promdurcs. 
The Board's recoinmendation may vary 
from a general concurrence with the pro- 
posal, as submitted by the investigator. 
to a recommendation that each parental 
and subject conscnt must be obtained 
with the concurrence of the full Protec- 
tion Committee. Any specific recommen- 
dations for procedures to be followed by 
the Protection Committee will be in- 
eluded in the report of the Ethical Re- 
view Board which will be forwarded to 
the National Advisory Councils or other 
secondary review groups of the agency. 
Appropriate information will be provided 
by the agency to assist ,the Protection 
Committee. 
. Inasmuch as the articulation of deci- 
sions might clarify both t.he objectives 
and the assumptions on which they are 
based, records of t,estimony and delibera- 
tions, as well as filial decisions, should 
be maintained pursuant to existing rem- 
lations. Such records will serve addi- 
tionally as the basis for public account- 
ability and will facilitate the review of 
any decision, should such action be re- 
quested. 
.Members of the Board, which shall 

number 15, shall be dram from the gen- 
eral public, and shall include, for exam- 
ple, research scientists (including social 
scientists), physicians, lawyers, clergy, 
or ethicists, and other representatives Of 
the public, none of whom shall be em- 
ployees of the agency eshblishing the 
Board. Appointments shall be made by 
the agency, which will establish the 
terms of ofice and other administrative 

'procedures of the Board. No more than 
y3 of the members of the Board may be 
actively engaged in research. develop- 
ment, or demonstration activities involv- 
ing human subjects. 

C .  Protection Committee: Protection of 
individual subjects. The determination 
that it is justifiable to conduct a par- 
ticular investigation in children, how- 
ever, does not mean that all ChildI'm are 
equally appropriate subjects for inclusion 
jn that research. Nunicrous considera- 
tions might affect the proper choice of 
subjects. Therefore, the sponsoring in- 
stitution shall designate a Protection 
Comniittce to oversee: (1) the process of 

: . 
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selection of subjects who may be ln- 
cluded in  the project: (2) the monitor- 
ing of their continued willingness to par- 
tjclpate in the research; nnd (3) the de- 
sign of proccdurcs to permit intervention 
on behalf of the subjcct, should that 
become necessary. This Committee 
should consider the rcasonnblcness and 
validity of tlie consent of the child par- 
ticipants (see below) as well as that of 
the parents, and should assure that the 
issue of risk and discoillfort has been 
fully and fairly disclosed to parents and 
subjects. The procedure employed by the 
institution to achieve these goals will 
vary; the latitude for such procedures 
wlll be great since it will be rclated in 
part to the issue of risk. Investigators 
proposing research involving children 
shall include a description of their 
planned use of the Protection Conimittee 
ln their research proposal: the proposed 
Use of this Committee wilI be considered 
an integral part of the research proposal 
under review by the agency. Relevant in- 
formation arising in the review process, 
including information about safety, rlsk. 
efficacy, and protection procedures, mil l  
be provided to the Protection Committee 
by the agency supporting the research. 

One member of the Committee shall be 
designated a representative for the proj- 
ect to whom any participant (or parent 
of 8 participant) may go to discuss ques- 
tions .or reservations concerning the 
child's continued participation in the 
project. 

The signature on the consent form of 
the Chairman of tlie Protection Commit- 
tee. when all the stipulations and condi- 
tlons identified above have becn met, will 
constitute, for DKEW. suppIementary 
judgment on behalf of the child subject. 
The institution's Protection Commit- 

tee shall be comprised of at least 5 mem- 
bers so selected that the Committee will 
be c o w t e n t  to deal with the medical, 
legal, social, and ethical issues involved 
in the research, and to represent the 
community froin which the subject popu- 
lation is to be drawn. The Committee 
should include members of both sexes. 
No more than .two of the members may 
be eniployces of the institution sponsor- 
Ing or conducting the research. The Pro- 
tection Cbmmittee may operate as a sub- 
committee of the Organizational Re- 
view Committee. The composition of the 
Committee must be approved by the 
@warding agency. 
I). Special provisions-1. Consent of 

both parents. Even where State law may 
-permit one parent alone to consent to 
medical care, both parents have an inter- 
est in the child, and therefore, consent 
of both parents should be obtained be- 
fore any child may participate in  re- 
aearcli activities. Since the i-isks of re- 
mw-c.h entail the possibility of additional 
burdens of care and support, the conscnt 
of both parents to the assumption of 
those risks should be obtained,' except 
when the identity or whereabouts of 
either cannot be slxertained or cither f i n s  
been judged mentally inconipetent. I f  the 

'69 A m  Jur. M, Sect. 129, p. 220. 
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consent of either parcnt is not obtained, 
written explanation or Justiflcation 
should bo provided to the Protection 
Conunittee. Consent of school or institu- 
tionaI authorities is no substitute for par- 
ental concern and consent. 

2. The child's conscnt. An important 
addition to the requircment for parental 
consent is the consent of the child sub- 
ject. Clearly infants have neither the 
comprehension nor the indepcndencc of 
judgment essential to conscnt: older 
children might or might not have these 
capabilities. Although children might not 
have the capacity to consent on their own 
to participate in research activities. they 
must be given the opportunity (so far as 
they are able) to refuse to participate. 
The traditional requirement of parental 
consent for medical procedures is in- 
tended t o  be protective rather than coer- 
cive. Thus, while it was held to be un- 
lawful to proceed merely with the con- 
sent of the child, but without consent of 
the parent or legal guardian,' the reverse 
should dso  hold. Therefore. in addition 
to conscnt of both parents. consent of 
the child subject must also be obtained 
when the child has attained the common 
law "age of discretion" of 7 years, unless 
the agency Ethical Review Board specifi- 
cally exempts a project from this require- 
ment. 

3. Erclwsions. Despite all the protec- 
tions afforded by these procedures, cer-. 
tain chiidren are categorically excluded 
from participation in research involllng 
risk. These include children with no nat- 
ural or adoptive parents available to par- 
ticipate in consent deliberations, and 
children detained by court order in a 
residential facility, whether or not nat- 
u-a1 or adoptive parents are available. 
E. The fetus. Respect for the dignity 

of human life must no1 be compromised 
whatever the age, circumstance, or ex- 
pectation of life of the individua.1. There- 
fore, all appropriate procedures provid- 
ing protection for children as subjects in 
biomedical research must be applied 
with equd rigor and with additional 
safeguards to the fetus. 

The recent decision of the Supreme 
Court on abortion' does not nulhfy the 
ethical obligation to protect the develop- 
ing fetus from avoidable harm. This 
obligation, along with the right of every 
woman to change her decision regarding 
abortion, requires that no experimental 
procedures entailing itsk to the fetus be 
undertaken in anticipation of abortion. 
Further, since the fetus might be at risk 
in research involving pregnant women, 
all research involving pregnant women 
must be reviewed by the Ethical Review 
Board, unless the Primary Review Com- 
mittee deteimines that the research in- 
volves no risk to the fetus. Recruitment 
of pregnant subjects for research re- 
viewed by the Board must involve the 
institution's Protection Committee in a 
manner approved by the Board, to pro- 
vldo supplcment'ary judgment. 

&Bonnet u. Aforan, 75 US. App. DC. 166, 

8 Roe v. Wade, 410 US. 113 (1973). 
126 F. 2d 121. 139 A.LR. 1366 (1941). 

The consent of both parents inust be 
obtained for any research involviilg the 
fetus, my statutes to the contrary on 
consent for abortion notwithsLnntiiIlg. 
Both the mother and the father ilave 
an h k r c s t  in the fetus, 'and legal re- 
sponsibility for it, if it is born. Tilcrcforc. 
the father's Consent Mus1 be obtnincd 
for experimental Procedures involving 
the fetus; consent of the faliler zliay be 
waived if his identity or whercabouts 
cannot be ascertained, or if he has been 
Judged mentally incompetent. 
IV. Special CUtCgOrk?S-A.  TIL^ abor- 

tus. Prematurity is the major cause of 
infant death in this country; thus, re- 
search aimed at developing techniques to 
further viability is of utmost importalice. 
Such research has already contiibutcd 
significantly to improvcment in the care 
of the prcgnant woman and of her fctus. 
In addition, knowlcdge of fetal drug 
metabolism, enzyme activity, and the 
development of organs is essential to 
progress in preventing or offsetting cer- 
tain congenital defects. After thorough 
research in animal models, it often evcn- 
tually becomes essential to undertake 
studies in the non-viable human fetus. 

The decision of the Supreme Court on 
abortion does not eliminate the ethical 
issues involved in research on the non- 
viable human fetus. No proccdures 
should be undertaken on the non-viable 
fetus which clearly affront societal 
values. Nevertheless, certain research is 
essential. to improve both the chance of 
survival and the health status of pre- 
mature infants. Such research must 
meet ethical standards as well as show 
8 clear relation either to the expccta- 
tion of saving the life of premature in- 
fants through tho devclopment of rescue 
techniques, or to the furthering of our 
knowledge of human development and 
thereby our capacity to offset the dis- 
abilities associated with prematurity. It 
i s  imperative, however, that the invcsti- 
gator first demonstrate that appropriate 
studies on animals have in fac t  been ex- 
hausted and that therefore the research 
in question requires that the work be 
done on the non-viable human fetus. 
Specific reasons for this necessity must 
be identified. A thorough review of the 
ethical issues in proposed research in- 
volving the non-viable fetus is of utmost 
importance. 

It must be recognized that consent for 
abortion does not necessarily entail dis- 
interest on the part of the pregnant 
woman in what hapwns to tlie product 
of conception. Some women feel strongly 
about what  may, or may not, be done to 
the aborted fetus; others do not. In ordcr 
to give every woman the opimrtunity to 
declare her wishes, consent of the preg- 
nant woman for application of ~ U I Y  re- 
search procedures to the abortcd fclus 
must be secured at the time of admission 
to the hospital for the abortion. 

Because research on the abortus in- 
volves ethical as well as scicntifc issues. 
all projects involving the abortus must be 
reviewed by the Ethical RevieiV Uoiud. 
and recruitment of individiml WcG1lWlt 
women for such research niubt Involve 
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‘ institution’s Protection Committee in 
a manner approved by the Board to pro- 
vide supplementary judgment. In addl- 
tion to the requirement for maternal 
consent, both the Ethical Review Board 
and the Protection Committee shall, in 
their deliberations, consider the ethical 
and social issues surrounding research 
on. the non-viable fctus. The Protection 
Conmiittee must be satisfied that ma- 
ternal coilsent is freely givcn and based 
on full disclosure, each time approvcd 
research is conducted on an abortus. 
In order to insure that research con- 

siderations do not influence decisions as 
to timing, method, or extcllt of a pro- 
cedure to terminate a pregnancy, no in- 
vestigator engaged in the research on 
the abortus may take part in these de- 
cisions. These are decisions to be made 
by the woman and her physician. 
The attending physician, not the in- 

vestigator, must determine the viability 
of the al>ortus at the termination of preg- 
nancy. If there is a reasonable possibility 
that the life of the fetus might be saved, 
pxperimental and established methods 
may be used to achieve that goal. Artifi- 
cial We-support techniques may be em- . ployed only if the physician of record de- 
tennines that the fetus might be viable. 
I f  the physician determines that the 
fetus is not viable, it is not acceptable to 
maintain heart beat or respiration =-ti- 
ficially in the abortus for the purpose of 
research. Experimental procedures which 
of themselves %ill terminate respiration 
and heart beat may not be cindertaken 

Thls policy and these protections apply 
with equal force to the products of spon- 
taneous abortions 
B. The products of in vitro fertilization. 

In the interest of improving human 
health and development, the biology of 
human ferlilization ‘and the early events 
surrounding this phenomenon, including 
Implantation, should be stu&ed. To the 
extent that in vitro studies of human 
fertilization might further this aim, they 
are permissible at the present time with- 
in the limits outlined below. 

Current technology limits the in vitro 
development of the human fertilized 
ovum to a period of several days. This is 
.a rapidly advancing field of biomedical 
research, however, and the time might 
come when it is possible to extend in 
vitro development beyond the stage of 
early cell division and possibly even to 
Fbility. 

It is contrary to the interests of so- 
ciety to set permanent restrictions on 
research which are based on the suc- 
cesses and limitations of current tech- 
nology. Still, it is necessary to impose 
restraints prospectively in order to pro- 
vide reasonable piatections, while at the 
same time perniittiiig scientific advancc- 
rnents which might well bencfit society. 
A mechanism is required to weigh, a t  any 
given time, the state of the art, a specific 
proposal, legal issues, community stand- 
-ards, and the availability of guidelines to 
govern the research situation. This 
mechanism is provided by the Ethical 
Review Board. Ultimately. the Board 
will determine the acceptability of a 

. .- . . --- 
pmject involving in vitro fertilizatlon. 
nnd by recognizing the state of the art, 0s 
well as societal concerns, propose aP- 
propriate research policy. 

Care must be taken not to bring hu- 
man ova fertilized in vitro to vlability- 
whether in the laboratory or implanted 
in the uterus-until the safety of the 
technique has been denionstrntcd as far  
as possible in sub-human pi-imates. TO 
this end: 

1. All proposals for research involviilg 
human jn vitro fertilization must be re- 
viewed by the Ethical Review Board. 

2. No research involving tlie implanta- 
tion of human ova fertilized in the lab- 
oratory into recipient women should be 
supported until the appropriate scientific 
review boards w e  satisfied that there has 
been suf3icient work in animals (includ- 
Ing sub-human primates) to demon- 
strate the safety of the technique. It tS 
recommended that this determination of 
safety include studies of natural born 
offspring of the products of in vitro 
fertilizatioa 
3. No implantation of human ova 

fertilized in the laboratory should be 
attempted until guidelines are developed 
governing the responsibilities of the do- 
nor and recipient “parents” and of re- 
search institutions and personneL 
V. Prisoners-A. Policy considerations. 

Clinical research often requires the par- 
ticipation of normal volunteers; for ex- 
ample, in the early stages of drug or 
vaccine evaluation. Sometimes, the need 
for standardization certain variables. or 
for monitoring responses over an  ex- 
tended period of time, .requires that the 
subjects of research remain in a con- 
trolled environment for tlie duration of 
the project. Prisoners may be especially 
suitable subjects for such studies, since, 
unlike most adults, they can donate their 
time to research at virtually no cost to 
themselves. However, the special status 
of prisoners requires that they have 
special protection when they participate 
in research. 

While there is no legal or moral objec- 
tion to the participation of normal vol- 
unteers in research, there are problems 
surrounding the participation of volun- 
teers who are confined in an Institution. 
Many aspects of institutional fife may 
influence a decision to participate; the 
extent of that influence might amount to 
coercion, whether it is intended or not. 
Where there are no opportunities for 
productive activity, -rr’esearch projects 
might offer relief from boredom. Where 
there are no opportunities for earning 
money, research projects offer a source 
of income. Where living conditions are 
unsatisfactory, research projects might 
offer a respite in the form of good food, 
comfortable bedding, and medical atten- 
tion. While this is not necessarily wrong, 
the inducement (compared to the depri- 
vation) might cause prisoners to offer to 
participate in research which would ex- 
pose them to risks of pain or incapacity 
which, under normal circuntstances. they 
would refuse. In addition, there is al- 
ways the possibility that the prisoner mill 
expect participation in research to be 
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viewed favorably, and to his ndvankce. 
by Pfivn autlioritics (on wholn his other 
few PrlvilcgcS depend) nnd by the parole 
board ton whom his eventual re~case de- 
pends). This is especially true when the 
research involves behavior modification 
and may be ternled “thcrapcutic” with 
rcslmt to the prisoncr. In such instnnces, 
Participation inevitably carries with it 
the hope that a successful result will in- 
crease the subject’s chances for parole. 
Tilus. the inducement involved hi thera- 
peutic research might be extretncly diffi- 
cult to resist; and for this reason, special 
protection is necessary for prisoners par- 
ticipating in research. whether or not the 
research is therapeutic. 

The first prfnciplc of the Nuremburg 
Code requires that subjects of biomedical 
research must be “so situatcd as to be 
able to exercise free power of choice” 
concerning their participation. Whether 
Prisoners can be considered to be “so 
situated” is ultimately a matter for the 
courts and the legislatures to resolve. In 
the meantime, it must be recoznized that 
where liberty is limited, and where free- 
dom of choice is restricted, there is a 
corresponding limitation of the capacity 
to give truly voluntary consent. Nthough 
the prisoner might be adequately in- 
formed, and competent to make judg- 
ments, the voluntariness of the person’s 
consent remains open to question. This 
policy statement is designed to provide 
additional protections to prisoners par- 
ticipating in research. 

The mission of the Department of 
Health, Education, and Welfare does not 
include rendering judgments on the ad- 
ministration of justice or the mnnage- 
ment of the correctional system A t  the 
same time, the Department should not 
support activities which take unethiczl 
advantage of those mho are under the 
jurisdiction of the courts nnd who, for  
that reason, lack some of the usual de- 
fenses to their personal integrity. Partici- 
pation of prisoners in the research activ- 
ities of the DHEW in the pursuit of medi- 
cal knowledge.might be beneficial to all 
concerned. but the relationship which 
involves a class of persons with dimin- 
ished autonomy requires careful super- 
vision. 

Many prisoners are strongly motivated 
to participate in research, and view as. 
unfair suggestions that they be denied 
this opportunity. Unless society, through 
its judicial and legislative bodies, decides 
that such participation should be halted, 
it is essential to develop nicchanisms to 

. protect those who may participa.te, or 
who are nom participating, from the co- 
ercive aspects of incarceration which 
diminish their capacity for voluntary 
consent. Pursuant to the obligation to 
protect the rights of all subjects partici- 
pating in research conducted wider its 
auspices, the DHEW is proposing special 
yidclines for the protection ol prison- 
ers as subjects in any biomedical or be- 
havioral research. 

Two aspects of research involving 
prison populations require special review 
and procedural safeguards in addition to 
those provided by currciit DIIEIV policies. 

. 

. 

, .  

16, 1973 

I .  



First. when rexarch is conchcted undcr 
the auspiccs of a commercial manufac- 
turer or an individual investigator, it is 
not aIways subject to revlcw by an  Or- 
ganizational Rcvicw Committee. as is re- 
quired for similar research conducted a t  
a hospital or a university. Thus. local 
review has not heretofore been requircd 
for ethical considerations or for specific 
problenis related to the population or in- 
stitution which is to be directly involvcd. 
Second, because of the loss of individual 
dignity, the limitations of personal free- 
dom, and tlie possibility of real or poten- 
tial coercion which may accompany con- 
finement in an  institution, special safe- 
guards must be provided to mitigate the 
inequalities of bargaining power between 
the prisoners and those who are in  posi- 
tions of authority. While it Is important 
that  prisoners have the opportunity to 
participate in research, it Is equally im- 
portant that they not feel compelled to 
do so. 
B. 0rganizal;onal Review Committee. 

All research involving prisoners must be 
conducted a t  a n  accreditcd correctional 

NOTICES - 
4 -  

ove.rsceing the selection of subjects who 
may be included in a research project to 
assure that  their consclit is as voluntary 
as possible under the conditions of con- 
finement. 

Consent is a continuing process. To 
assure the voluntariness of consent, sub- 
jects must be able to withdraw from 
the research project without prejudice. 
Each Protection Committee shall estab- 
lish such a withdrawal mechanism. 

The duties of the Protection Commit- 
tee, therefore, shall include: * 

1. Reviewing the information given 
the potential subjects, with special atten- 
tion to: adverse effects, the importance 
of reporting all deviations from normal 
function, the continuing option of with- 
drawing from participation at any time, 
and the identification of a member of the 
committee who will be available, a t  rea- 
sonable intervals upon request, for con- 
sultation regarding the research project. 
All of this information shall appear on 
thc consent form, a copy of which will 
be given to each participant. When oral 
representations are made procedures de- 
scribed under DHEW regulations shall facility (sce Section P, below) and be re- __._. _ _  . . 

viewed initially, and on a continuing. be followed. 
basis. either bv the Orsanizational Re- 
view 'Comtnitge of t h a t  correctional fa- 
cility or by the Organizational Review 
Committee of the institution sponsoring 
the research. The Organizational Review 
Committee shall have the duties and re- 
sponsibilities identified in current DHEW 
regulations. In addition. for each project, 
it shall determine the adequacy of clinic 
or hospital facilities for the particular 
activity to be conducted, assess the ap- 
propriateness of the subject population 
for that 'activity, and weigh the questions 
of scimtific importance, social need, and 
ethical acceptability. In addition to the 
foregoing, the Organizational Review 
Committee shall have tlie following du- 
ties, with respect to research involving 
prisoners as subjects: 

1. To review and approve or modify 
the process proposed by the principal 
investigator for involvement of the Pro- 
tection Committee (see below) in over- 
seeing the selection of subjects who may 
be included in the research, and the proc- 
ess of obtaining their voluntary and in- 
formed consent. 

2. To set rates of remuneration, if any, 
consistent with the expected duration 
and discomfort or risk of the proposed 
study, and consistent with other oppor- 
tunities for employment, if any, a t  the 
facility in question. 

3. To monitor the progress of'the rc- 
search as required by the sponsoring 
DHEW agency. 

The-rccommcndations of this Com- 
mittee, along with a repoi-t describing 
any site visits, shall be included with the 
investigator's ai~plication to the agcncy. 
For facilities which have filed no gen- 
eral assurance. composition as well as 
recommciidations of the Organizational 
Review Committce will be considcred an  
integral part of the proposal in the 
agency review. 
C. Protection Cotnniiltee. Thc primary 

function of the Protection Committee is 
to provide supplcmentary judgment by 

I '  
I _ *  

- 1  

D. Paument to prfsotrcrs. m e  amount 
paid for Particirmtion in rcsearch will 
vary according to the risks and discom- 
forts involvcd. and the other cmployment 
opportunities in the facility in which the 
research is to be conductcd. The specific 
amount for each project will be tlctcr- 
mined by the Organizational Review 
Committee. which will forvlard its rec- 
ommendation as part of the aplilication 
to the sponsoring agency. The nniount 
paid shall Provide a compcnsatioli for 
sei-viccs, but shall not bc so great as to 
constitute undue inducement to gartici- 
pate. 

Any rcduction of sentence as a conse- 
quence of participation in research shall 
be comparable to other opportunities at 
the facility for earning such a reduction. 

Any subject who is required by the in- 
vestigator or prison physician to with- 
draw, for medical reasons, beforc com- 
pletion of the investigation, shall con- 
tinue to be paid for a period to be deter- 
mined by the Protection Committee in 
consultation with the investigator. This 
does not apply to subjects who withdraw 
for other reasons. Any disputes resardinz - 
certification of witlidra\vaI for medical 

2. Overseeing the process of selection 
of subjects who may be included in the 
research, to the extent stipulated in the 
recommendation of the Organizational 
Review Committee. This may vary from 
overall approval of the recruitment proc- 
ess, to reviewing a sample of subject 
selections, to interviewing as a full Com- 
mittee each individual subject to be in- 
cluded in the project. - 3. Visiting the institution on a regular 
basis to invite questions, to monitor the 
proncss of the research, and to assess 
the continued willingness of subject par- 
ticipation. "lie frequency of these visits 
will be determined by the nature of the 
research, and any recommendations of 
the Organizational Review Committee. 
Depending upon the circumstances and 
the number of subjects involved, these 
visits may be made either on a rotating 
basis by various members of the Conunit- 
tee, or by the full Committee. 

4. Maintaining records of its activities 
including contacts initiated by subjects 
in the project between regular site visits. 
These records shall be made available to 
the agency upon request. 

The Protection Committee shall be 
comprised of at least 5 members so se- 
lected that the Committee will be compe- 
tent to deal with the medical. legal, so- 
cial, and ethical issues involved. No more 
than y3 of the members shall be scientists 
engaged in biomedical research or physi- 
cians: a t  least 1 shall be a prisoner or a 
representative of an organization con- 
cerned with the prisoners' intcrests: no 
more than 1 (except prisoners or their 
representatives) shall have any nfliliatlon 
with the prison facility or with the unit 
of government having jurisdiction over 
the facility, with the exception of persons 
employed by the department of education 
of a relevant jurisdiction in a teaching 
capacity. The composition and the inves- 
tigator's proposed use of the Committee 
niust be reviewed and approved by the 
DI-IEW aeency. 

I _  

reasons shall be heard and resolved by 
the Protection Committee. 

Prisoners who serve on the Protection 
Committee shall be paid an amount con- 
sistent with that reccivcd by t.he research 
subjects. 

E. Accreditation. The Secretav, 
DHEW, shall establish standards for ac- 
creditation of correctional facilities of- 
fering to act as sites for the performance 
of clinical research, or offering to act as 
a sourcc of volunteer subjccts for clinical 
research when the research is supported 
in whole or in part by Departmental 
funds or the research is to be performed 
in compliance with requirenients of Fed- 
eral statutes. 

The review for certification shall in- 
clude, but not be limited to: 

1. Standard of living in the prison 
facility. 

2. Other opportunities for employ- 
ment and/or construclive activity, either 
within the prison, or in a work-rclease 
program. 

3. Adequacy of (a) medical care for 
the general prison population (so that  
participation in research is not the only 
meam of obtaining medical attention), 
and (b) the proposed mcthods for main- 
taining medical records ahd for protect- 
ing the confidentiality of those records. 

4. The nature, structure, function, and 
coniposition of the Organizational Re- 
view Committee (whether located a t  the 
prison or a t  the institution sponsoring 
the research) which is to review clinical 
research in that correctiollal facility. 

The Sccretary shall also set gencral 
guidelines to assist the 0rg:iriizntionnl 
Review Committees in dcteI?nllUng rates 
of rcmuncration. and sliall indicate 
groups who may be considcrcd to rwre- 
scnt the prisoncrs' intcrcsts for thc pur- 
pose of appointment to nicrl1l)crship on 
the Protection Committee. No institution 
shall be accredited if research. wl~etlier 
or not sul,portcd by funds from the 
DIIEW, is conducted under its auspiccs, 

FEDERAL REGISTER,  VOL 38, NO. 221--FRIDAY, NOVEMBER 16, 1973 

... . 



I 

. or by members of its staff. which is not 
in conformity with these widelines. No 
DREW funds ail1 be granted for research 
in jnstitutions lacking such accreditation. 
F. special provisiotts. 1. Persons de- 

tafned in a correctional facility while 
awaiting sentence, or in a hospital fa- 
cility €or prc-sentence diagnostic obscr- 
vation, arc excluded froin parlicigatioll 
in research. 

2. A child may not be includcd as a 
subject in research involving risk if he 
is detained in an institutional settillg 
pursuant to a court order, whether or not 
the parcnls and the child have consented 
to , the child's participation. 

VI. The m.etilally itrftrm.-A. Policy 
. cotlsiderations. The institutionnlized 

mentally infirin arc doubly limited with 
respect to participation in research ac- 
tivities. First, as with children, t.lieY 
might lack the clear capacity to com- 

. prehend relevant information, and to 
make informed judgments concerning 
their participation. Second, as with pris- 

. oners, they experience a diminished 
seme of personal integrity as a result of 
confinemcnt in an institution. Such con- 
finement restricts their freedom bf choice 
and imposes elements of cocrcion, which 
limit their capacity to give t i d y  volun- 
tary consent. In  addition, the mentally 
infirm who are confined in institutiolls 
have more pressures to cooperate with 
custodial authorities than do prisoners. 

I- for their release might depcnd entirely 
upon their behavior and on the impres- 
sion they make upon those haling the 
power to make decisions concerning ter- 
mination of their confinement. 

Lega.1 guardians, who have authority 
to consent for medical treatment. might 
have lnterests in the matter which do 
not necessarily coincide with those of 
the patient. Long-term mnnagcinent of 

. patients with mental disabilities is ex- 
pensive and time-consuming. Any pro- 
posal which might reduce either the ex- 
pense or the supervision required in 
caring for such persons might be Appeal-' 
lng, whether or not there is correlative 
benefit to the patient. T h i s  is certainly 
the case in projects offering new thcr- 
apy; it might also occur, albeit in a mbre 
subtle form, where free medical or cus- 
todial services are pcrceived to be con- 
tingent upon the patient's participation 

The courts have b e y l i  to recognize 
that Persons confined in institutions 
might not be able to give truly voluntary 
consent in such matters. It is important 

. to recognize, as well, that persons en- 
-cumhered with tlie economic or custodial 
responsibility for the mentally infirm 

.might not he sufficiently objective to 
' 

make judgments which are fully in the 
best interest of the institutionalized pcr- 
son. 

The circunxtances are limited under 
which i t  is justifiable to include the mcn- 
tally infirm as subjects in biomedical re- 
search. These circumstances include 
projects in which: tlie proposcd research 
CoIlCCrIls diagnosis, treatment, preven- 
tion, or etiology of t,he disability from 
which they suffer; the neccssary infor- 

. .. as a subject in research. 

' 
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mation can hc obtained only from those 
subjects; or the studies concern institu- 
tional life per se. With tliese exceptions. 
tho general rule is that the Participation 
of the mentally iniirm qs subjects in re- ' 

search is not acceptable. 
B .  Eilricul revicw of projccls and pro- 

tection of subjccts. In inshiices in which 
a research protocol requircs the partici- 
pation of mentally infirm subjects, the 
rescarch must be overseen by a Protec- 
tiQn Committee in the manner described 
in Section ITI-C, pertaining to children. 
Tliis Protection Coininittee must be sup- 
ervised on a continuing basis, as de- 
scribed in Scction V-B, by t.he Organiza- 
tional Review Committee of the institu- 
tion in which the research is to be con- 
ducted or of tlie institution sponsoring 
the research. 
VII. Gcticral provisions. These Pro- 

visions apply to all research actirities 
covered by this policy. 

A. Referrals to the Ethical Review 
Board. Whenever a Primary Review 
Cominitt.ee, secondary review group, or 
the agency staff perceives an apparent 
and significant question of ethics or an 
unusual element of risk-whatever the 
subject group involved-the research 
proposal in question may be forwarded 
to the Ethical Review Board for an opin- 
ion. In addition to offcling an  opinion of 
acceptability from an  ethical viewpoint. 
the Board may choose to rccammend the 
establishment of a Protection Commit- 
tee, and suggest guidelines for its opera- 
tion. 

B. Procedures requiring special c m -  
siderution. All othcr recommendations 
notvithstanding. DI-fEW may identify 
certain procedures which: (1) Require 
Protection Committee review of the se- 
lection of each individual subject; (2) 
are acceptable for st.ipulated subjects 
only i f  approved by affirmative declara- 
tory judgment of a court of competent 
jurisdiction; or (31 are unacceptable. 

C .  Research conducted in Foreign 
Countries. All regulations governing re- 
search conducted in the United States 
apply to research conducted in foreign 
countries under DI-IEW auspices, and 
the ethical review must be of equal rigor. 

There are sometimes special con- 
straints enco'uit.ercd in foreign settings. 
Therefore, in addition to the require- 
ment that  consent procedures for re- 
search to be conducted abroad conform 
with the policy and regulations set forth 
in this document, there,must be written 
assurance that the pkoposed research 
enjoys local acceptance, and offends no 
local ethical standards. 

D. Research submitted pursuant t o  
DHEW regulatory requirements. Re- 
search or testing which is performed 
pursuant to or in fulfillment of any reg- 
ulation issued by any agency of the 
DHEW will be acceptable to the govern- 
ment only if conducted in  compliance 
with these procedures and rcgulat,ions. 

E. Clinical research not funded b y  
DHEIY. 

If. In the judgmcnt of the Secretnry, an 
orgnnlzntloii has iallcd to comply with the 
terns of this pollcy with 'respect to R pnr- 

. .  

I . .  
. .  

. -  
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tlculnr DImW grant or contract. lnny 
rcclulrc thnL snld Grniit or contrakt bc trr- 
mlnntcd or suspended In the rnntiller prc- 
scribed in appilcnblo grant or procfu.cnlcllt 
rcjiulntlons. 

If. in the ~Ildgnlcnt of the Sccretnrp. ftn 
orwnlzatlon falls to dlschnrgc its 1'C.R1,0115~- 
~jilitlcs for the protection or the rll;1lls nllci 
wclfarc OC thc sul)]ects in its cnrc, 
or not DIEW funds are Iilvoi\~cd. nlny. 
upon rensonahlc notice to the ori!nillznt 1 < , 1 ,  
of the bask for such action. detrrminc t l ) : i L  
I t s  ellgiblllty to rcccivc further ~ I I I E I V  p n j l t "  
or contrscts Involvlng humnu subjcci~ s h n i l  
be tPrnilnatcd. Such dlsyu:~lIficntjo~i si,nii 
contliiuc untll I t  Is shoum to the s : t t l ~ r ~ ~ t i ~ ~ l  
of thc Secretary that the reasons thercfor 
no longer exist. 

If. In the Judgnient of the Sccrctnry. an 
Indlvldunl serving RS prlnclpal Ilivestlgntor. 
program dlrcctor. or othcr person hnving 
responsibility for the sclrntific and tcchnlcnl 
dlrectlon of a proJect or nctlvlty. lihs fnllcd 
to discharge hls responslbllltlcs for the pro- 
tectlon of the rights aud welfnre of human 
subjects in hls cnre. thc Sccrctnrp rnny. upon 
reasonable notice to the Indlvldual of tho 
basis for such action. determine t.lint such 
lndlvldunl's ellgiblllty t o  serve hs n prlncl- 
pal investlgstor or program director or I n  

~ siiother slmllar c-npacity shall be termlnntcd. 
Such d1squnllficat.lon shall continue until I t  
is shown to the satkfactlou of the Secretary 
that the reasons thcrefor no longer exlst.' 

In  reaching a deterinination on com- 
pliance, with respect t0 subjccts with 
limited capacity for consent, the Secrc- 
taiy will consider the extent and the 
nature of the procedures by which the 
institution offers protection in all studies 
conducted in or by that institution rc- 
gardless of the source of funds, with the 
expectat.ion that there shall be an ethical 
review similar to that required of the 
agency Ethical Review Board (LTI-B) . 
The existence of a Protection Commit- 
tee, overseen by an Organizational Re- 
view Committee and acting tQ afford SUP- 
plementary judgment. will be acccpted 
as evidence of responsibility in this 
regard. 

F. Confidentiality of irrfonnhtion and 
records. Nothing in this policy shall be 
construed as permitting the release of 
confidential research protocols nor the 
vjolation of State law applicable to t.hc 
confidentiality of individual mcdical 
records. 

VIII. Draft additions to proposed reg- 
Uations (See FEDERAL REGISTER, Vol. 38, 

' No. 194, Part 2, Tues., Oct. 9, 1973, PP. 

To amend the proposed Part 46 of Sub- 
title A of Title 45 of tlie Code of Fed- 
eral Regulations by deleting § §  46.20 
through 46.23, redesignating 5 0  4G.1 
through 46.19 thereof as S u b ~ a r t  A, and 
adding the following new Subpark B 
through F: 
SUBPART B-ADDITIONAL' PROTECTIONS ma 

CHILDREN INVOLVED AS SUBJECTS IN DHEW 

27882-27885). 

. ACTIVIT'IES 

SCC. 
46.21 Appllcablllty. . . 
46.22 Purposc. 
4623 
46.24 Definitions. 
46.25 Dthlcnl Review Board; Coniposltlon: 

Need for legally eIicctisc COnSCnt. 

Dutlcs. 

l F ~ ~ ~ t t ~ ~  REGISTER, VOI. 38. No. 194. Pnrt 2, 
Tuesday, October 0 .  1973, 5 46.22, p. 27085. 
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see. 
46.26 Protection Committees; Composltlon: 

Dutlee. 
46.27 Ccrtnln chlldren excluded from par- 

tlclpatlon ln D1iE.W supported ac- 
tlvltlcs. 

46.28 Actlvltles to be perform& outslde the 
Unlted States. 

SUBPART &ADDITIONAL PROTECTIONS T’OB 
CERTAIN CLlrss~s OF D m V  ACTIVITIES 

40.31 Applicablllty. 
46.32 Purpose. 
46.33 Defhitlons. 

46.35 Maternal consent to actlvlties Involv- 
ing the abortus. 

46.36 Addltional condltlons for actlvlties 
involvlng the abortus. * . 46.37 Prohlbltlon on certain actlvltles In- 
volving pregnant women where tho 
fetus may be adversely affected. 

46.38 Parental consent to actlvlties whlch 
may affect the fetus. 

46.39 Activltles to be perfomled outside the 
Unlted States. 

46.34 Dutles of the EthlCal Revlew Board. 

SUBPART %-hDITIONAL PROTECTIONS FOR 
PRISONERS INVOLVR) AS SUBJECIS IN DHEIV . A~IVITIFS 

Ikc. 
46.41 Appllcabillty. . 
46.43 Definitions. b 

46.44 Additloml dutles of Organizational 
Revlew Committee where prlsoners 

* 45.42 Purpose. 

are lnvolved. 
46.45 Protection Committees; Duties; Com- 

position. 
46.46 Prohibltlon on partlclpatlon in Wtlvi- 

ties prior to  convictlon. 
46.47 Remuneration to subjects. 
46.48 Accredftatlon. 
413.49 

Unlted States. 
Actlvltles to be performed outside the 

SURPART %ADDITIONAL J.’ROTECiTONS FOR THE 
INSTITUTIONALIZFD MENTALLY INFIRM IN- 
VOLVED AS SUBJECTS IN DHmV ACTIVITIES I 

46.51 Applicablllty. 
46.52 Purpe. 
40.53 Definltlons. 
46.54 Limitations on actlvlties involvlng the 

institutionalized mentally Inf i rm 
46 55 Addltioml dutles of Orgnnlzatlollal 

Review Cormnlttee where tho men- 
tally hifirm are involved. 

46.56 Protection Committees; Duties; Com- 
posltlon. 

46.57 Activlties to be performed outside the 
United States. 

I 

SWPART F-GENERAL PROVISIONS 
46.61 Appllc3blllty. 
46.62 Orgnnlzation’s records. 
4663 Reports. 
46.64 Early terlnluatlon of awards: sanctlons 

46.65 Conditions. 
for noncompliance. 

AUTHORITY: 5 USC. 301. 

SUBPART B-ADDITIONAL PROTECTIONS FOR 
CHILDREN INVOLVED AS SUBJECT I N  DHEW 

Gectlon 40 21 Applicability. (a) The regu- 
latlons in thls subpart nre nppllo3ble to all 
Departmcnt of Health, Educntlon, hnd Wel- 
fare research, dcvelopmcnt, or demonstra- 
tlon actlvitles in whlch chlldrcn niny be at 
rlSk. 

(b) The requlrcments of this mibpart nre 
in addltlon to those imposed under subpart 
A of this part. 

Seclion 4622 Purpose. It 1s thc purpose 
of thls subpart to provlde nddltional safe- 
guards 111 reviewing actlvities to whlch thls 
suhpnrt 1s nppllcnhle Inasmuch ns the poten- , tlal subJccts In actlvitles conducted there- 

! ACTIVITIES 

8 0 0 t3 47 8 

NOTICES 

unQer mlght bo unable fully to comprehend 
tho rlsks whlch mlght be lnvolved and are 
legallf 4cnpable of consenting to thelr pnr- 
tlclpatlon in such nctlvltlea. 

Sectlon 46.23 Need for legally eflective 
consent. Nothlng In thls subpart shall bc 
construed hs indicating that  compllnnce with 
the procedures set forth hereln wlll neces- 
sarlly result In a legally effective consent 
under appllcnble Stntc or local law to n sub- 
ject’s pnrtlcipation in any rrctivlty; nor In 
partlcular does it obviate the nccd for court 
approval of such pnrtlclpatlon %-here court 
approval Is required under abppllc%blo State 
or local Inw In order to obtain a lcgally ef- 
fectlve consent. 

Gectlon 46.24 Definitions. As used in t b l S  
subpart: 

(a) ’“DHEW actlvlty” means: 
(1) The conduct or support (through 

grants, contracts. or other awards) of bio- 
medical or behavioral research 1nVOlVhg 
human subjects; or 

(2) Research. development, or demon- 
stration actlvitles regulated by any DHEW 
agency. 

(b) “Subject at rlsk” means any Indlvld- 
unl who might be expc6ed to the possiblllty 
of harm-physlcal, psychologlcal, ~ ~ l o l C % l -  
cal, or other-as a cousequcnce of partici- 
patlon as n subject in any DIIEW activltY 
whlch goes beyond the nppllcatlon of those 
established and accepted methods necessnry 
to meet his needs. 

(c)’ “Child” means an lndlvldual who has 
not attalned the legal age of consent to 
partlcipate In research a8 determined under 
tho npplicablo law of the jurisdiction in 
whlch such research is to be conducted 

(d)  “DHEW” means the Department of 
Health, Educatlon and Welfare. 

Section 46.25 . Agency Etlricul Review 
Bonrd; composi t ion;  duties. (a) The head of 
each agency shall establlsh an Ethical Re- 
view Board, hereinafter referred to as the  
‘‘Bonrd.” to review propm.als for research, de- 
velopment, and demonstration activities to 
which thL suhpart L applicable. 6.5 well BS 
to ndvise him or her on matters of pollcy 
concernlng protection of human subjects. 
The Board shall be composed of research 
sclentkta (biomedical. behavioral, and/or 
social), physiclans, lawyers. clergy. ethlcists. 
nnd representatlves of the publlc. It shall 
consist of 15 members appointed by the 
agency head from outside the Federal Gov- 
ernment. No more than one-third of the 
members may be lndividuals engaged in re- 
search. development, or dcmonstration 
actlvities lnvolving human subjects. 

(b) It sliall be the functlon of the Board 
to review each proposcd activity to which 
thls subpart applies, and advise  the agency 
concerning the acceptnbuity of such activ- 
ities from the standpdnt of societal need 
and ethlcal considerations. taking lnto ac- 
count the assessment of the approprinta 
Primary Review Committees as to: (1) The 
potentinl benefit of the proposed nctlvity. 
(2) sclentlflc merlt and experimcntal de- 
sign. (3) whether the proposed actlvlty 
entails risk of significant harm to t h e  sub- 
ject. (4) the sufficlency of anlnlal and a d u l t  
human studies demonstrating safety and 
clear potential benefit of the proposed pro- 
cedures and provldlng sufficient Information 
on which to base nn nssessment of the rlsks, 
and (5) whether the lnformatlon to be 
gnlned may be obtained from further nnlmal 
and adult human studies. 

(c) The Board shnll review the procedurcs 
proposed by the nppllcnnt to bc.foliowcd by 
tho Protect.lon Conunittee, provided for In 
g 46.26 of this subpnrt, In carrying out lk 
functions ns sct forth in 5 46.26. In additlon. 
tho Board may recommend ndtlitlonal func- 
tlons to be pcrformed by the Protcction 
Committee in connection with any partlcular 
nctivlty. 

. ,  , . .  
(dl In declslons rcgirdlng actlvltles 

covered by thla subpnrt. the ngency shall 
take lnto account tfrc recommendations of 
the Bonrd. 

Section 4G.20 Protection com7tt i t tc~s;  corn- 
Position; du t i e s .  (n) No actlvlty covered by 
this subpart will be npproved r ~ n ~ e s s  it pro- 
vides for the Cstnblishment by tho applicant 
of a Protcction Conunittec. composed of at  
least five members so selected tilat the Corn- 
mitt.32 Will  be COInpetellt to denl with the 
medical. legal. soclnl and ethlcal Issues ln- 
volved ln the nctlvity. None of the members 
shall havo any associatlon .with the pro- 
posed actlvity, and a t  least one-half shall 
h a w  no associatlon wlth any organizatlon or 
lndlvidunl conducting or supportlng the 
actlvlty. No more than one-third of the 
members shnll be lndlvldunls engngcd In 
research. development. or demonstntlon 
actlvities involving human subjects. T h e  
composition of the Protection committee 
shall be subject to DHEW approval. 

(b) The dutles of the Protcctlon Commlt- 
tec. proposed by the appllcant, and revlewed 
by the agency Including the Ethlcsl Review 
Board shall be to  oversee: (1) The selection 
of subjects who may be ln’cluded in the 
activity; (2) the monitorlng of the subject’s 
continued willingness to partlcipnte In the 
actlvlty; (3) the design of procedures to per- 
mit lntcrventlon on behalf of one or more 
of the subjects if conditlons warrnut; (4) the  
evaluation of the reasonableness of the pnr- 
ents’ consent and (where appllcahle) the 
subject’s consent: and (6) the procedures for 
advlslng the subject nnd/or the parents con- 
cerning the subjcct’s continued partlcipatlou 
in the actlvlty. Each subject and hls or he; 
parent or guardian will be Informed of the 
name of a membcr of the Protection Com- 
mittee who wlll be available for consulta- 
tion concerning the actlvity. 

(c) The Protection Coinmittee shnll estab- 
lish rules of procedure for conducting Its 
actlvlties. whlch must be reviewed by D€EW, 
and shall conduct I t s  nctlvitles a t  convened 
mectings. minutes of whlch shall be prepared 
and retained. 

Section 46.27 Certain clrildren e.rc2uded 
lroin participation in DZlEW activities. A 
child m a y  not be lncludcd as a subject la 
DHEW activities to whlch thls subpart is ap- 
plicable lf: 

(a)  The chlld has no known llvlng parent 
’ who ls available nnd cnpable of partlcipatlng 
In. the consent process: Proridcd, Thnt this 
exclusion shall be Inappllcable If the child 
Is serlously 111, and the proposed research Is 
designed to substantially alleviate his con- 
dltlon: or 

(b) The chlld hns only one known living 
parent who is avnilable and capahlc of par- 
ticipating in the consent proccss, or only one 
such parent, and that parent has not given 
consent to the child’s pnrilcipntioll In the 
activity; or - 

(c) Both the child’s parents are nvallnbie 
and capablc of partlclpathg in the consent 
process. but both have not give11 Such Con- 
sent: 

(d) The child is involuntnrlly confined in 
a n  lnstitutlonnl setting pursuallt to 8 Court 
order, whether or not the parents and child 
have consented to the child's parti~l~nti01i in 
the activity: or 

(e) Tlie child has  not g l V ? l l  COllW11t to 111s 
or h‘cr partkipation in the research: Pro-  
v ided,  That this exclusion shall be Innpplica- 
blc if the child 1s 0 years of nge or less or 
if cxplicitly wnlved b y  thc DIIEW: or 

( f )  T ~ C  protection coninilttce rstnb1Isllcd 
tinder 8 46.26 of thls subpart hnS not revlewd 
and npproved the chlltl’s ~ 1 : l r t k ~ l ~ ~ t ~ O ~ ~  in t h e  

- 

activity. 
Activit fcs to  bc i”r/ortrlcrl 

oictside the u n i t e d  States .  In nddltlon to m- 
lsfying ail other a11~1ic;ible rctlulrr~llcl1ts 111 

Section 46.28 
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thZs subpart. on nctlvity to which thts sitb- 
part Is nppllcablc. a.hlch is to bo conductccl. 
outsldo t h e  Unltcd States. must lncludo 
writton documcntatlon sntlsfnctory to DHXW 
$hat the proposed actlvlty Is Rcccptnblo UndCr 

' t h e  le@. social. nnd cthicnl standards of the 
localc ln whlch I t  is to be performed. 

SUBPART C-ADDITIONAL PROTECTION FOR . 
CERTAIN CLASSIS OF DHEW Acrrvnms 

Sectlon 4G.31 Applicabflity. (a) The rcgu- 
lntlons l n  this subpart are npplicable to all 
Department of Health. Educatjon. nnd Wel- 
fare research, development, or dcmonstrntion 
actlvltles: (1) Involving pregnant women, 
unless them 1s a finding by DmJV thnt the 
sctIvIty will have no adverse ef€cct on the 
fetus, or Is clearly thereapeutlc with rcspcct 
to the ictus involved. (2) Involving the abor- 
tus or the  non-viable fetus. or (3) involv- 
lng In vitro fertilization of human ova. 
' (b) Nothing ln thls subpart shall be con- 

strued as indlcatlng that  compliance with 
the procedures set forth herein will In any 
way render inapplicable pertinent State or 
1oca.l laws bearing upon actlvlties covered 
by thls SUbpNt. 

( c )  To the  extent the requlrements of sub- 
part A of thls part are applicable to nctivitics 

onslratlng the clear potcntlnl bcncnt of the 
proposed proccdurcs nnd (4) whcthcr the 
lnformntlon to bo gnined may bo obtained. 
froin further nnlmnl or ndult humnn studlcs. 

(b) The Bonrd may recommend the estnb- 
lishment by the sponsoring lhstltution of a 
Protoctlon Commlttce Lo carry out such func- 
tions as the Doard deems ncccssary. 

Section 4G.35 nfnternal consent to actfu- 
<tics involving the  aborfrts. (n) No nctivity to 
which this subpart Is appllcablc may Involve 
an nbortus or n non-viable fctus un1c.s mn- 
ternal coilsent hns been obtalned. 

(b) No activity to whlch this subpart 1s 
rcppllcable may lnvolvo an abortus or a non- 
vlnblc fctus unless: (1) Individuals involved 
In the activity wvlll have no part In the de- 
cision as to tlming. mcthod. or extent of the 
procedurc used to terminate the pregnnncy, 
or In determining viablllty of thc fetus at 
tho tern~nat lon of the pregnancy; (2) vital 
functions of the abortus wlll not be maln- 
tallied artificially for purposes of research; 
and (3) experimental proccdurcs which 
would terminatc heart bent or rcsplrntlon in 
the abortus will not be employed. 

Section 46.37 Prohibition on certain ac- 
tivities involving pregnant women where the 
fetus may be adversely aflccted. The Bmrd 

-.- _- 
(2) rc?scnrch. developmcnt, or demoi,nlrn- 

tion DctivlLlcs regulated by any DIIEVI. 
agency. 
(b) "Prisoner" meam nny lndlvldunl In- 

voluntarily confined Ln a pcnnl iastitutioll. 
The term is intended to encompa:;s irldivld- 
uals senleiiced to such nn liistltutlol~ lltldcr 
a crlmlnal or civil statute nnd nlso itldivjd- 
uals detnlned by virtlie of statutes which 
provldo alternntives to criminal prosecrrtlon. 

(c) "DHEW" nienns tho Dcprtn~cnt  of 
Henlth, FAiucatloii. nnd Welfnre. 

Section 46.44 Additional duties of O r g a n i -  
zational Review Coln.mittce wlicrc prisoners 
are fnuolved. (a) In carrying out its respollsi- 
billtics under Subpart A of this part for nctiv- 
itles also covered hy this subpart. the Orrani- 
zatlonal Revlew COlnnlittee provided io; 1111- 
der subpart A shall fils0 certify: (1) Thnt 
there will be no undue induccmcnts to par- 
ticlpation by prisoners as subjects in the nc- 
tivity, taking lnto account amon[: othcr fnc- 
tors; the sources of earnings gencrally avnll- 
able to the prisoners as compared wlth those 
offered to participants in  the nctivlty, ( 2 )  
that  the clinic and ilospltal fncilitlcs are ndc- 
qua@ for the proposcd nctivlty, (3) tlint'all 
aspects of the activity would be npproprlntc 
for performance on nonprisoners. and (4) 

' ls applicabg to Bssure that  they mnform'to 
approprista cLliicn1 standards end relate to 
lmportant societal needs. 
- Section 46.33 Definitions. Ac, used In thls 
8ubpnrt: 

(a) "DHEW" means the Department of 

(b) "DREW activity" means: 
. (1) Tho conduct or support (through 
grnnts, contracts. or other nwnrds) of bio- 
medicnl or behavioral research Jnvolving hu- 
man subjects: or 
' (2) Research. development. or demonstra- 
tion actlvlties regulated by any DHEW 

( c )  Board" means the Board established 
under I4G.25. 

(d) "Protection Committee" means a com- 
mittee referred to in' 0 46.26. 

(e) "Pregnancy" means the period of tlme 
from implantation of a fertilized ovum until 
delivery. 

( f )  '%etus" means the product of ooncep- 
tion from 1mplantaJlon untll dellvery. . ( g )  "Abortus" means the fetus when It has 
been expelled whole, whether spontaneously 
or as a result of medlcnl or surgical lnter- 
vention to tcrmlnatc a pregnancy, prior to 
vlabllity. Thls definition. for the purpose of 
thls policy. excludes the placenta. -fetal 
material which h macerated a t  the time of 
expulslon. a dead fetus, and isolated fetal 
tlssue or orgnns exclkd from n dead fetus. 

(h) "Viability of a fetus" means cnpnbil- 
i t y  given the benefit of available therapy, of 
tndepcndcntly malntnining heart beat and 
resplrntion. 

(1) #'In vitro fertllizatlon" means any fer- 
tilizntlon of human ova whlch occurs outside 
the body of a female, through admixture of 
human sperm nnd such ova. 

section 46.34 Duties of the Ethical Re- 
d e w  Board. (a) It shall be tho function of 
the Bonrd to  revfew ench activlty to which 
thls subpart applies and advise the ngency 
aoncernlng the acccptnblllty of such nctlvi- 
tlcs from tho stnndpolnt of societal need nnd 
ethlcnl conslderatlons, .tnklng lnto nccount 

, the nsscssmcnt of the npproprinb Primyy 
Review Commlttecs ns to: (1) T h e  potcntinl 
benefit o f  tho proposed activity, (2) scicn- 
$lac merlt and expcrlmcntnl deSlgn, (3) the 
I i ~ c l c n c p  of studies lnvolvlng nnlmnls dcm- 

- Health. Education. and Welfare. 
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pdlnary P U ~ J ~  of the activity is to benefit (b)  In  additlon, the organizational Re- 
that fCtUS.  In siddit.lon, no activity t0 which view CO-ittee shall have the f o ~ ~ o w ~ l l g  
this subpart Js appllcsble nW''InrOllre Peg-  - duties: ( 1 )  To review. approve, or lnodlfy the 
naht women unless all the requirements of procedures proposed for the protcction corn- 
this subpart are satisfied. mittee in carrying out its functions ILS set 

Section 46.38 Parental COnSent to activf- forth in p 46.45; (2) To recommend any addi- 
ties Which might aflcct the fcfus. No aCtlvftY tional functions to be performed by the Pro- 
in"o1vlnE PrCgnmt woman which might tection Comnilt.tee in connection with a par- 
affect . t.he fetus but which nevertheless 1s ticular activity: (3) To set rates of remunera- 
permissible under 0 46.37 shall be conducted tion, i f .  any, consistent wlth the anticipated 
unless matema1 consent has been ObtaillCa duration, dlscomfort, and/or risk of the nc- 
.as well the cOnsent.of the father if he 1s tivity but not in excess of that paid for other 
available and capable of participating In the employment generally avallable to innintcs 
consent process. of the faclllty in question; and (4) To carry 

Scction 46.39 Activities t o  be pmjormed out such other rcsponsibllltics IS may be 
outside the United States. In addition to stipulated by DIIEW In the contract or grant 
satlsfying all other appllcablc requlrements an,ard, 
in  this sttbpsrt. actlvities to which this sub- (c) Activities to which thls subpart is ap- 
part is applicable, whlch nrc to  be conducted plicable must provide for the designation of 
outside the United Sktes .  must include writ- an Organizational Revlew Committee. where 
ten d o a ~ ~ ~ n t a t l o n  m t i s f m b V  to DHEW no such Committee has been established 
that the proposed actlvlty I s  ncceptable under under subpart A, 
tho legal. mclal. and ethical standards of the Section 46.45 Protection Conimittces; 
locale fii which I t  is to be performed. buttes; composftion. (a)  No activity covered 
SUBPART D-ADDITIONAL P R O T E C T I O ~ ~  poR by this subpart wlll be approved unless It snnrEcrs IN DHEW provides for the cstablishnient of a Protec- 

tion Comniittee to carry out the followll~g 
functlons, as well as any others rccommcndcd 

Applicabilfty. (a) The rem- by the Organizational Review Committee or 
lations in this subpart are applicable to ail by DHEW: (1) Reviewing thc procedure for 
Deputment of IImlt.h, Education. and Wel- soliciting participation by prisoners in the 
fare rexarch, development. and dcmonstra- research activity to determine t h n t  nil ele- 
tion activities involving prisonem iis subjects. merits o f '  informed consent, ns outlined in 

( b )  The requirements of this subpart are 5 46.3, are satisfied; (2) ovcrseeing the selec- 
In addltion to those Imposed under subpare tion Of prisoners who mny partlcipatc in the 
A and B of this part. activity; (3) monitoring the progress of the 

&ctiOn 46.42 Purpose. It IS the PUrpO* Of .research and the continued wJllhg1lCSS Of 
this subpart to provide fuiditlollal Safeguards subject participation; nnd (4) LntCrVCnlng 
for nctlvitles which thlS subpart IS appli- on khnl f  of one or more subjects if coudi- 
cable iunsmuch 0s the potcntfd SubJects fn tlolls warrant. In addition. each subject will 
actlvities conducted thereunder, because 01 be informed of the name of n member of the 
their incarcmatioI1, lnlght be Under con- promtion Comniittce who will be availnble 
strnlnts whlch could aiIect their nbllity to to the subject for corlsultatlon concerning tho 
mnke a truly voluntary atid unwrced  de- activity. 
cision whether or not to particlpatc in such (b) Each protection Committee shnll be 
activities. composed of a t  least live nicnibcrs nppolilted 

SCCtlOn 40.13 Definitions. As used fn this by &lie npplicant and so selcclcd thnt the 
subpnrt: Committee will bo competent to tlrnl with the 

(a)  "DI-IEW nctivlty" means; medical, legal, socinl, nnd ell . a1 fsstws In- 
(1) the conduct or support (through volvcd. A t  lcnst one member of rile Committcc 

grnnts. contracts. or othcr awnrds) of blo- shnll be either n prisoner or n rcprcsclltntlvc 
mcdicrd or behavlord research invotving of nn orgnnlzntiorl hfIVlZ1l: IIS PrlnlNY F0"- 
huinnn subjects; or cern protcctlon of tlic iiitcrcsls of prlbolicm. 

'# 

fiISoNERS I~~~~~~ 
ACTIVITIES 
Section 46.41 
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No more thnn one-tblrd of the members may 
be physlclnns or scientists cngngcd in  blo- 
medicnl or behnvlornl resenrch, and no more 
than one member, other thnn u pdsoners’ 
representatlve. mny hnve any nffillatlon with 
tho p r h n  faclllty or the legal entity having 
jurlsdictlon over the faclllty. except for per- 
sons employed by a Department of Educntlon 
in a teaching capacity. Any prlsoners serving 
on the Comniittec shall be compensnted a t  a 
rate conslstcnt wlth that set for prlsoners 
pnrtlclp3ting 0s subJects in nctivlties a t  the 
fnclllty to which this subpart 1s applicable. 

( c )  The Protection Committee shall estab- 
lish rules of procedure for eonductlng Its 
actlvlties whlch must be reviewed by DHEW. 
and shall conduct Its activltles a t  convened 
meetings, mlnutes of whlch shall be prepared 
and retained. The coniposltlon of the Com- 
mlttee shall be subject to DHEW approval. . 

Sectlon 46.46 Prohibition on participa- 
tion fn activities prior to co7iviction. No ln- 
dlvidual confined pending nrralgnmcnt. trial, 
or sentenclng for nn offense punlshable as a 
crime may be used as a subject in any ac- 
tivity supported ln whole or in part by a 
grsnt or contract to whlch thls subpart is 
appllcable. 

Section 46.4.7 Remuneration fo subjects. 
Where rntes of remuneration are set pursu- 
an t  to 6 46.44 of thls subpart. any subject 
who, for niedlcnl reasons, is required by a 
representative of the prison facllity, grantee. 
contractor. or sponsor of the actlvity. to wlth- 
draw before wmpletion of his or her partlci- 
pation in the activlty shall continue to be 
compensated for n perlod to be set by the 
Protectlon Conimlttee after consultation with 
the  grantee or wntractor. 

Accreditation. It is the In- 
tention of DHEW to accredit prison facilities 
8s sltes for the performance of activities to 
whlch this subpart applies. Accreditatlon 
wUl be based on certification of the accepta- 
blllty or the facilities and compliance with 
the procedures requlred by thls subpart. BS 
determlned by the Secretary. No actlvlty 
covered by this subpart rnny involve prison- 
ers Incarcerated In a fncility not accredited 
by Secretary of DHEW. 

Section 46.49 Activities to bc performed 
outside the United States. In addition to 
satisfyhg all other applicable requlrements 
ln this subpart. an activity to whlch thls sub- 
part Is applicable, whlch is to be conducted 
outslde the United States.-must lncludc wrlt- 
ten documentntlon satisfactory. to DHEW 
that the proposed actlvlty Is ncceptable under 
the legal, soclnl, and ethical stand,ards o f  the 
local0 in whlch it Is  to be performed. 
SUBPART E-ADDITIONAL PROTECTIONS FOR IN- 

STlTDTIONALIZED hfENTALLY INFIRM INLIIVXD- 
UALS INVOLVED AS SUBJECTS IN DHEW Ac- 
TIYXTIXS 

Section 46.51 Applicability. (a) T h e  regu- 
lations In thls subpart are npplicable to all 
Department of IIenlth, Educatlon. nnd Wel- 
fare activities Involving the institutlonallzed 
mentally Infirm ns subjects. 

(b) NOthIng in this subpnrt shall be con- 
etlued as intlicating thnt compliance with the 
prOCedUrCS set forth herein In wnnectlon 
with nctlvlties permitted under 0 46.54 of thls 
subpart will necessarily result In a legally 
eRective consent under eppllcable State or 
locnl law to a subject’s participntion In such 
an activlty; nor in  particular does It obviate 
the  need for court approval of such pnrticlpn- 
tion where court npproval I s  required under 
appllcnble State or locnl law In order to 
obtain a legally eflectlve consent. 

(C) The requirement.s of thls subpnrt are 
111 Rcldltlon to those imposed undcr,Subparts 
A. B. and D of thls part. 

Purpose. I t  I s  the purpose 
of thls subpnrt to provide additional safe- 

. 
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guards for t h e  mentally l&m involved In 
research. devclopment, and demonstxatlon 
activities, inasmuch as the pobntlal subjocts 
ln such actlvltles are: (1) Conflned in an 
lnstltutlonal setting: (2) might be unable 
fully to comprehend the type risks which 
may be lnvolved; and (3) might bo legally 
lnoompetent to conscut to their pnrticipa- 
tion In such actlvlties. 

Section 46.63 Definitions. As used ln thls 
subpart: 
(a) “DIIEW actlvity” means: 
(1) The conduct or support (through 

grants. contracts, or other awards) 02 b10- 
medlcal or behaviaral research involvlng 
human sub]oots; or 

(2) Research. development, or demonstm- 
tlon .actlvitles regulated by any DHEW 
agency. 

(b)  “Mentally Infirm” includes the men- 
tally ill, t he  mentally retarded. the emotion- 
ally dlsturbed. the psychotic, the senl!e. and 
others with impairments of a similar nnture. 
regardless of whether or not the Individual 
has been determined to be legally 
incompetent. . 

(c) “Iiistitutionnlfied” means confined, 
whether by court order or voluntary com- 
mitment, in an Institution for the care and/ 
or treatment of the nientslly 1nAi-m. 

Liniitations On activities in- 
volving the institutionalized mentally in j rm.  
No institutionallzed mentally inflrm incU- 
vldunl niay be included as a subject I n  a 
DHEW activlty unless: 

(a) The propmed actlvlty ls concerned 
with: (1) The diagnosls, treatment, preven- 
tion. or etlology of the impairment with 
whlch he or shc is afflicted: or (2 )  t h e  pro- 
posed activity 1s concerned wl th  the effect 
of institutional life on the subject and in- 
volves no risk of harm to the subject; or 
(3) the lnformation can be obtained only 
from such subjects. 

(b)  The individual’s legal guardian has 
glven consent to the individual’s pertlcipa- 
tlon In such actlvlty: 

(c) Where the indlvldunl has sufficlent 
mentnl competency to understand what is 
proposed and to express nn opinlon as to his 
or her partlclpatlon. the indlvldual’s con- 
sent to such particlpatlon has nlso been 
secured; and 

(d)  The Protection Conimlttee, provlded 
for In P 46.66 of thls subpart. has reviewed 
and approved subject pnrticipation in the 
actlvlty (by class or b y  lndlvidual). 

Additional duties of Organ- 
izationnl Rcvieio Corn?nittce whcre the men- 
tally injrm are inooZved. (e) In addition to 
I t s  responslbillties ’(lnder Subpart A of this 
part. the Orgaiilzational Review Committee 
shall, with respect to actlvitles to which 
subpart applies: 

(1) Certify that all aspects of the actlvlty 
would be ethically appropriate for perform- 
ance on healthy IndivTdunls; 

(2) Conduct a t  lenst one on-site visit to 
the Instltutlon and prepare a report of t h e  
vlslt, Including discussion of such matters 
as living conditions. avnilablllty of medical 
care, and quallty of food, to be submitted to 
DHEW nlong with the nppllcntlon; 

(3) Review and approve or modify the 
procedures proposcd by the appllcnnt to be 
followed by the Protcctlon Committee. pro- 
vided for In 9 46.56. In- ovcrseelng the re- 
criilt.ment-of the mentally Infirm subjects 
who may bc included In such nctivlty; 

(4) Rccommcnd nny ntlditlonnl functions 
to be performed by the Protection Commit- 
tee In conncctlon with any pnrtlculnr nc- 
tivity; and 

( 5 )  Carry out such other responslbllltles 
ns may be recommcndcd by DHEW. 

(b)  Actlvltles to wlilch thls subpnrt la np- 
plicable niust provlde for the designation of 

. \  

Sectlon 46.54 

Sectlon 46.55 

GISTER, VOL.‘ 38, KO. 221--FRIDAY, NOVEMBER 

I 

‘ .  
an Organlz.at1onnl bv lew mmmlttco whem 

under subpart A. 
sectlon 40.66 Protectton Cotnmfttees; 

duties: compofftion. (a) No actlvlty covered 
by this subpnrt will be approved unless I t  
Provides for the establlshmcnt of n Protec- 
tlon Commlttcc to cnrry out the f o ~ ~ o w ~ n g  
functions, RS well as any others prescribed 
by the Organizatlonai Review Committee o r  
by DHEW: (1) Overseeing the process of 
selection of subjects who may be iricludcd 
In the actlvity. (2)  monitoring tilo progress 
of the nctlvlty witn specin1 attention to 
adverse effects on Subjects, (3) iiitervciiing 
on hehalf of one or more of the subjects if 
conditions warrant. (4) evalunting tilo proc- 
ess and reasonableness of consent of the 
lcgal guardlan and (where appllcable) of the 
subject. and (5) ndvislng the legal guardinn 
and/or the subject concerning thc latter’s 
continued participation In the activity Li 
condltlons warrant. 

(b) The composition of each Protection 
Commlttee shall conform to the requlre- 
ments se t  forth In 6 46.2G(n). 

(c) The Protection Committee shall es- 
tablish rules of procedure for oonductlng its 
actlvitles. whlch must be rcvlewed by nlIEu’. 
and shnll couduct I t s  actlvitles R t  COI. rned 
meetings. mlnutes 02 whlch shall be prcpnred 
and retained. 

Activitics to be performed 
outside the United States. In addltlon to 
satlsfylng all other nppllcnble requlrenients 
in this subpart, an actlvlty to whlch this 
subpart is appllcable. which Ls to be con- 
ducted outslde the United States, must In- 
clude written documentntlon satlsfactory to 
D€mV that tho proposed activity is aecept- 
able under the legal, social. and ethical 
standards of the locale In whlch it is to be 
performed. 

SUBPART F-GENEFLAL PIIOVXSIONS 
Sectlon 46.61 Applicability. The following 

regulations are applicable to all Rctlvitles 
covered by this part. 

Section 46.62 Records. (n) Coples-of all 
documents presented or required for lnltlnl 
nnd continuing rcvlew by any Orgnnlzational 
Revlew Committee or Protcctlon Commlttee 
and minutes, transmittals on actlons. in- 
dnictlons. and condltlons resulting from 
conunittee deliberations w e  to be made part 
of the officlal files bf the grantee or con- 
tractor for the supported activity. 

(b) Records of subject’s and rcpresent.a- 
tlve’s consent shall be retained by the 
grnntce or contrnctor in accordance With Its 
est.abllshed practlce. or, if no practice has 
been estnblishcd, in project files. 

(c) Acceptance of any DREW grant or 
contrmt nwnrd shall constitute COllSent of 
the grantee or contrnctlng organizntlon to 
inspection and audit of records pertalnlng to 
the assisted nctivity by authorized repre- 
sentatives of the Secretnry. 

(d) A l l  documents and other records re- 
qulred under this pnrt must be retained by 
the grantee or contractlng OrganlZntlon for 
n niinlniuni of three years following termina- 
tion or DHEW support of the actlvity. 

Section 46.63 lieports. Each orgnnlzatlon 
with nn approved &ssurancc shall provlde the 
Secretary with such reports nnd other In- 
formntlon ns the Secretary mny froin time to 
tlmo prescribe. 

Section 46.64 ,?or[!! tcrniinalion 01 
auinrcis; snrictions for ?lo?tco?rlp~in7lCC. (a) 
If, in the judmicnt of thc Sccretnry. an or- 
gani~xtloii hns ialled to colrlply With the 
ternis of thls part wlth respect to n pfu- 
tlculnr Fedcrnl nctlvlty, he mny reclllire that 
said grant or contract be t c r m l m ~ d  or SU- 
pendcd in the manner prescribed fn  appll- 
cnble grant or procurement rceulntlow. 

no such ~rnmlbtco  has been cstabllshed 

Sectlon 40.57 
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." * '  
(b) If. ln thc J u d p r n t  of the Sccrctnry. 

an organimtion fails to discharge i ts  rc- 
sponslbllltlcs for'thc protcctlon of the rlglit-7 
and wclfnrc of thc subjccts In Its a r e ,  
whether or not DIIEW f in~ds  arc lnvolscd, lrc 
may. upon reasonnblc notlcc to the orgnolza- 
tlon of tlic b;rsIs for such actlon. dctcrmlne 
that  its elfgll~llity to rccclvc furlhrr DHE\V 
grants or coiitrncls or particlprrtc in D I U N  
assisted actlvltics. 111volvI11g human subjects. 
Shall be tennlnatcd. Such dlsquxlificntion 
shall contlnuc untll I t  Is shown to the satis- 
faction of the  Sccrctary thnt thc reasons 
therefor no longer cxlst. 

t 

L 

(c)  I f ,  ln tlic IudgmCnt of tlic Secrctnry. 
an lndlvldunl rkrvlng DS prlnclplll Inrcstt- 
gator. procram director, or othrr per sol^ hnv- 
lng rcspollslbllltp for the sclcntlllc nnd tcch- 
nical dlrcctlon of n projcct or actlvltp. hhr. 
fallcd to dlsclinrgc hcr or hls responslbllitles 
for the protcctlon of the rl@it~ arid welfare 
of humnn biibjccts In  hls or her care. the 
Secrctnrp mny. upon reasonnble notirr to the  
ind~vidunl of tlic hasis for such nctiotl. detcr- 
mine thnt such Indlvldual's cligibU1tp to  
serve as n prlncipal lnvcstlgator or program 
dlrcctor or In nnotl~cr sln~ilnr capacity shall 
be tcrmlnated. Such disquallficatlon shall - 

continuo untll I t  1s shown to the strtir,i~tctioli 
of the Secrctnry thnt the reasons thcrcfor no 
longcr cxlnt. 

Scctlon 46.65 Cotidiffons. Tlic Sccrclnry 
niny w l t h  respect to any  nctlvlty or niiy C I I L ~ S  

of activities Impose conditions, Inclutllnl: 
condltlons pcrtalnlnE to lnfornicd con:jcnt. 
prior to or nt thc tlme of the npprovnl of 
any act ivl ty  whcii In the SccrctnryL Jutlg- 
m c n t  such conditions arc Iicccssary for thc 
protection of human subjccts. 

[FR Doc.73-23922 Filcd 11-15-73;8:45 mi] 

-, 
\ 

. .  

,. 

.. 

FEDERAL REGISTER, VOL. 38, NO. 221-FRIDAT. NOVEMBER 16, 1973 . I . .  


