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PROTECTION OF HUMAN SUBJECTS 

Proposed Regulations on Research Involving 
Children 

AGENCY: Department of Health, 
Education, and Welfare. 
ACTION: Proposed rule. 
SUMMARY: The Department of 
Health, Education, and Welfare 
(DHEW) is proposing regulations to 
implement the recommendations on 
research involving children of the Na- 
tional Commission for the Protection 
of Human Subjects of Biomedical and 
Behavioral Research. Key provisions 
require that such research can be car- 
ried out only if the research methods 
are appropriate, the investigators com- 
petent, the facilities adequate, and the 
research procedures designed to con- 
tribute vitally to generalizable knowl- 
edge. Risks must be minimized, and 
the research performed in connection 
with necessary diagnosis and treat- 
ment wherever possible. Adequate pro- 
visions must be made to obtain the 
assent of the child and the consent or 
permission of the parents or guardians 
whenever these are necessary. 
DATES: You may send written com- 
ments on the proposed rules, but they 
should be received on or before Sep- 
tember 19, 1978 if they are to be given 
full consideration. 
ADDRESSES: Send comments when- 
ever possible, supported by studies and 
documentations to: Office for Protec- 
tion from Research Risks, National In- 
stitutes of Health, 9000 Rockville Pike, 
Bethesda, Md. 20014. Additional copies 
of this report may be obtained from 
the same address. All comments re- 
ceived will be available for inspection 
at Room 303, Westwood Building, 533 
Westbard Avenue, Bethesda, Md., 
weekdays (Federal holidays excepted) 
between the hours of 9 a.m. and 4:30 
p.m. 
FOR FURTHER INFORMATION 
CONTACT: 

Dr. Katherine Duncan, Office for 
Protection from Research Risks, Na- 
tional Institutes of Health, 9000 
Rockville Pike, Bethesda, Md. 20014, 
301–496–7005. 

SUPPLEMENTARY INFORMATION: 
Basic regulations governing the pro- 
tection of human subjects involved in 
research, development, and related ac- 
tivities supported by DHEW through 
grants and contracts were published in 

the FEDERAL REGISTER on May 30, 1974 
(30 FR 18914). 

In the preamble to these regula- 
tions, DHEW indicated that it would 
propose further rules to provide addi- 
tional protection for research subjects 
with diminished capacity to provide 
informed consent, including children. 

The National Research Act (Pub. L. 
93–348) was signed into law on July 12, 
1974, creating the National Commis- 
sion for the Protection of Human Sub- 
jects of Biomedical and Behavioral Re- 
search (Commission). One of the 
charges to the Commission was to 
study the nature of research involving 
children, the purposes of such re- 
search, the steps necessary to protect 
children as subjects, and the require- 
ments for the informed consent of 
children, their parents or guardians. 
The Commission was required to rec- 
ommend to the Secretary of Health, 
Education, and Welfare policies defin- 
ing any circumstances under which re- 
search with and for children might be 
appropriate, and to make recommen- 
dations to Congress regarding the pro- 
tection of subjects (including children) 
involved in research not subject to reg- 
ulation by DHEW. 

In discharging its duties under this 
mandate, the Commission Studied the 
nature and extent of research involv- 
ing children, the purposes for which 
the research is conducted, and the 
issues surrounding the participation of 
children in research. Representatives 
from professional socieities, Federal 
agencies, and public interest groups, as 
well as parents and other members of 
the public, presented their views to 
the Commission at a public hearing. 
The National Minority Conference on 
Human Experimentation, convoked by 
the Commission to solicit minority 
views, made recommendations to the 
Commission on research involving 
children. 

The Commission also reviewed 
papers and reports prepared under 
contract, on topics including informed 
consent and actual practices in re- 
search involving children. Finally, the 
Commission conducted extensive 
public deliberations and developed rec- 
ommendations on the participation of 
children in research. 

Action on recommendations of the 
commission: Pursuant to Section 205 
of the National Research Act (Pub. L. 
93–348), the recommendations of the 
Commission on research involving 
children were published in the FEDER- 
AL REGISTER (43 FR 2084) on January 
13, 1978. Comments were received 
from 132 individuals, institutions, or- 
ganizations and groups. After review- 
ing the recommendations and the 
comments, the Secretary has prepared 
the notice of proposed rulemaking set 
forth below, which in essence accepts 
the recommendations. The proposed 

rules depart from the recommenda- 
tions of the Commission in few re- 
spects. 

RESPONSE TO RECOMMENDATIONS 

Recommendation (1), which found 
research involving children important 
for all children and that it should be 
conducted and supported, is adopted 
implicitly since the proposed regula- 
tions would govern such research. 

Recommendation (2), regarding 
review of research by Institutional 
Review Boards (Boards), is implement- 
ed by section 46.404 substantially as 
written, except that the requirement 
that the Boards determine that ‘‘the 
research is scientifically sound and sig- 
nificant” is reworded to conform to 
the Commission’s more recent recom 
mendation on research with those in- 
stitutionalized as mentally infirm (43 
FR 11328) which provides instead that 
the Boards determine that “the re- 
search methods are appropriate to the 
objectives of the research.” 

Recommendations (3), (4), and (5), 
on minimal risk research, on research 
that involves more than minimal risk 
but is potentially beneficial, and on 
non-beneficial research that involves 
only a minor increment in minimal 
risk, are implemented substantially as 
written by sections 46.405, 46.406, and 
46.407, respectively. With respect to 
recommendation (5), the Department 
is particularly interested in public 
comment on how it can provide more 
useful guidance to Boards in evaluat- 
ing whether only a minor increment 
oyer minimal risk is involved. 

The regulations that implement Rec- 
ommendation (6) depart slightly from 
the terms of that recommendation. In- 
stead of requiring review and approval 
by a national ethical advisory board 
for all research that cannot be re- 
viewed and approved under Recom- 
mendations (3), (4), or (5), as recom- 
mended by the Commission, the Secre- 
tary will consult with an ad hoc panel 
including experts in appropriate speci- 
alities in research, ethics, law and 
other relevant disciplines and inter- 
ests. A single national ethical advisory 
body would, in the Department’s view, 
prove cumbersome, inflexible and 
unadaptable to the variety of different 
research problems likely to be encoun- 
tered within the scope of the Depart- 
ment’s activities. This change is re- 
flected in Section 46.408(b). 

Recommendation (7) concerns the 
solicitation of parent’s or guardian’s 
permission and of children’s assent. 
The Department has adopted the sub- 
stance of this recommendation but 
with some modifications. In the rec- 
ommendation, the Commission leaves 
it to the Board as to whether, with re- 
spect to any particular project, the 
children are capable of assenting. 
However, in their comments on the 
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recommendation the Commission 
makes it clear that they believe assent 
should be required if the children are 
7 years of age or older. Reaction to 
this comment was mixed. Some re- 
spondents endorsed the comment; 
others felt the age was set too low 
(with suggestions from 12 to 14 pro- 
posed as alternatives); still others rec- 
ommended that the matter be left en- 
tirely to the Board for determination 
in the context of each particular case. 

The Department seeks further com- 
ment, preferably supported by studies 
and data, on this issue. Among the op- 
tions being considered are the follow- 
ing: 

(1) Requiring assent from all chil- 
dren who are 12 years of age or older, 
if the research is not expected to be of 
direct benefit to the health or well 
being of the particular child. 

(2) Same as (1), but setting the age 
at 7. 

(3) In the regulation itself, leaving it 
to the discretion of the Board, but in 
the preamble to the regulation and in 
implementing policy statements rec- 
ommending that assent normally be 
secured if the children are above a cer- 
tain age (ex., 12 or 7). Depending on 
the type of research and the types of 
candidates involved as subjects, the 
Board may wish to take a flexible ap- 
proach in selecting ages at which 
assent may be required. 

(4) Leaving is to the discretion of the 
Board, with no guidance either in the 
preamble or in implementing policy 
statements. 

(5) Other alternatives. 
The proposed regulation set forth 

below, leaves the matter to the 
Board’s discretion, but this should not 
be construed as indicating that any de- 
cision has been made as to which of 
the above options will be adopted in 
the final regulation. 

On essentially the same grounds, the 
Department has omitted from the pro- 
posed regulations the Commission’s 
recommendation that a child’s objec- 
tion to participation in research 
should be binding unless the research 
intervention or procedure holds out a 
prospect of direct benefit to the child. 
This provision of the Commission’s 
recommendation would apply without 
respect to age. The Department feels 
that the solicitation of assent, at ages 
when, in the opinion of the Board, 
children are capable of such assent, is 
a more appropriate, consistent and 
positive approach. 

Where the Board determines that 
the assent of the child is not needed, it 
must also decide whether or not a sub- 
ject advocate should be appointed to 
represent the child’s interests. 

Technically, recommendation (7) re- 
quires the consent of both parents. In 
its discussion of this recommendation, 
the Commission says that the consent 

of one parent should be sufficient for 
research covered under recommenda- 
tions (3) and (4). The Department 
agrees, and this is reflected in section 
46.409(c) of the proposed regulations. 
Also, the Commission’s discussion sug- 
gests the disclosure requirements for 
permission and assent should be the 
same as the disclosure requirements 
for consent. The Department incorpo- 
rates this point in the proposed regu- 
lations through definition of assent 
and permission in section 46.403(e) 
and (f). 

Recommendations (8), concerning 
waiver of permission, and (9), concern- 
ing wards of the State, have been im- 
plemented substantially as written in 
sections 46.409 and 46.410 respectively, 
but with some added protections for 
wards of the State and wards similarly 
situated. 

The Department is particularly in- 
terested in receiving comment on the 
question of whether an alternative 
review mechanism should be substitut- 
ed for the requirement for parental 
permission in situations where parents 
may not act in the best interests of 
the child—such as situations involving 
abused or neglected children. As cur- 
rently drafted, section 46.409(d) would 
permit the Board to waive the paren- 
tal permission requirement provided 
the Board devises “an appropriate 
mechanism” to protect the children 
involved. Specifically, the Department 
seeks comment on whether this provi- 
sion is adequate; whether stronger 
review mechanisms should be speci- 
fied; and what circumstances justify 
the waiver of the requirement of pa- 
rental permission and the substitution 
of an alternative requirement. 

Recommendation (10), concerning 
children institutionalized as mentally 
infirm or confined in correctional fa- 
cilities, is implemented in essence in 
section 46.401. Complete implementa- 
tion must await issuance of Depart- 
ment regulations concerning research 
with prisoners and the mentally 
infirm. 

RESPONSE TO PUBLIC COMMENTS 

In response to publication in the 
FEDERAL REGISTER of the Commission’s 
recommendations on research involv- 
ing children, 132 letters were received 
from individuals and on behalf of soci- 
eties, department heads, directors of 
clinical research centers, institutional 
review boards, etc. While objecting to 
some points, they were generally com- 
plimentary to the Commission’s ef- 
forts. In fact, some simply indicated 
their approval of the 10 recommenda- 
tions. 

Described below are the comments 
received on the recommendations in 
the order of the recommendations to 
which they were addressed. Many of 
the public comments referred to mate- 

rial in the Commission’s own “com- 
ment” on its recommendations rather 
than to the recommendations them- 
selves. For the purpose of this docu- 
ment in order to distinguish between 
public comments and the Commis- 
sion’s “comment” in the FEDERAL REG- 
ISTER, reference will be made to the 
Commission’s discussion rather than 
“comment.” 

1. Comment on Definitions of “Mini- 
mal Risk”. The only definition subject 
to comment was that of “minimal 
risk.” Comments included (1) question- 
ing if this was to be a new category of 
risk, intermediate between “not at 
risk” and “at risk;” (2) noting that the 
concept of “minimal risk” was a se- 
mantic improvement over the concept 
of “no risk,” but if strictly-interpreted 
would cover no more than what is nor- 
mally done in the course of routine pe- 
diatric care; (3) stating the definition 
was too vague since each IRB would 
set its own standard; and (4) noting 
the definition does not adequately pro- 
vide for the vast risk differences be- 
tween biomedical and psychological or 
educational research. 

Response. The Department notes 
that the term “minimal risk” is found 
in subpart B of the current regulations 
on protection of human subjects, the 
concept of “minimal risk” includes “no 
risk,” and any attempt at more rigid 
definition would necessarily collapse 
in the face of the varied types of risks 
to which children may be exposed in 
medical, psychological and social re- 
search. The definition is retained in 
section 46.403(i) as it was stated by the 
Commission. 

2. Comment on Definitions of 
“Minor Increase of Minimal Risk”. 
Several commenters suggested that 
this phrase should be defined. Re- 
sponse. The Commission’s discussion 
reflects the obvious judgmental nature 
of this phrase. What constitutes a 
“minor” increment is necessarily a 
function of the nature of the “mini- 
mal” risk, of the nature and probable 
frequency of that risk, and of other 
variables. The Commission, in discuss- 
ing the issue, proposes not a definition 
but a practical approach to a determi- 
nation. It involves “a common-sense 
estimation of the risk; an estimation 
based upon investigators’ experience 
with similar interventions or proce- 
dures; any statistical information that 
is available regarding such interven- 
tions or procedures; and the situation 
of the proposed subjects.” Under the 
circumstances, the Department feels 
that definition of this term would be 
artificial and of limited usefulness. 

3. Comment on Definition and Scope 
of “Assent” and “Permission”. There 
appeared to be differing interpreta- 
tions of what would be involved in so- 
liciting a child’s assent or parent’s or 
guardian’s permission. Several 
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commenters concluded that it meant 
signing a form, therefore questioning 
if both the assent and permission 
statements were to contain all six 
basic elements of informed consent as 
in 45 CFR 46.103. 

Response. The Department agrees 
that these terms need clarification. 
Proposed definitions have been pro- 
vided in section 46.403(e) and (f). Note 
that the explanation necessary to 
assent is to be “appropriate to the 
level of understanding of the child as 
determined by the Institutional 
Review Board” and that no age limits 
are specified. See also the discussion in 
“response to recommendations” and 
proposed section 46.409. 

4. Comment on Recommendation 
(2)(A). This provision of the recom- 
mendations would have required IRB’s 
to determine that research was “Scien- 
tifically sound and significant.” A 
large number of commenters argued 
that IRB’s, because of the require- 
ment for diversity of membership, are 
not qualified to make this determina- 
tion. Since they are called upon to 
review projects from a wide variety of 
disciplines, they do not necessarily 
have the depth necessary to consider 
the scientific merit of particular pro- 
posals. Their charge is to determine 
adequacy of measures to be employed 
for protection of human subjects. 
Only peer review groups can provide 
the quality of review needed to deter- 
mine if research is scientifically sound 
and significant. The use of consultants 
could amplify the IRB’s range and 
depth of expertise but would be time 
consuming and costly to institutions 
with a large number of projects. Fur- 
ther, it should not be within the pur- 
view of the IRB to disapprove a proto- 
col which involves no risk solely on 
the basis of its perception of scientific 
design. As summarized by one 
commenter, implementation of the 
recommendation appears to alter the 
function of the IRB from review con- 
cerned with the rights and welfare of 
subjects, the risks and benefits to sub- 
jects and the quality of informed con- 
sent, to a combination of ethical 
review and scientific peer review. 

Response. The Department concurs. 
In addition, the Commission, in a more 
recent series of recommendations on 
research with those institutionalized 
as mentally infirm (43 FR 11328, 
March 17, 1978), has recommended 
the IRB determine only that “The re- 
search methods are appropriate to the 
objectives of the research.” A corre- 
sponding change has been made in sec- 
tion 46.404(a)(1) of the proposed regu- 
lations. 

5. Comment on Recommendation 
(2)(B). This provides that “where ap- 
propriate” research be conducted first 
on animals and adult humans. Two 
commenters questioned whether, 

depsite the use of “where appropri- 
ate,” there was a need for clarifica- 
tion, citing instances when meaningful 
research can only be done on children 
and infants. 

Response. Since there were only a 
few comments on this phrase, the De- 
partment believes it sufficiently clear 
that prior research on animals and 
adults is not always possible or mean- 
ingful, and that “where appropriate” 
is adequate to imply this. The lan- 
guage of the recommendation is re- 
tained in section 46.404(a)(3). 

6. Comment on Recommendation 
(2)(E). There appeared to be some un- 
certainty as to what was meant by se- 
lection of subjects “in an equitable 
manner.” While granting that equita- 
ble selection is, scientifically and so- 
cially desirable, it appeared to some 
commenters to be a goal beyond the 
capability of an IRB. Though there 
are obvious exceptions, it seemed un- 
reasonable to suggest that sampling 
equity can or should be attained in 
many investigations. Others comment- 
ed that the statement could be inter- 
preted as mandating that all research 
samples by fully representative of the 
general population of interest, and as 
forbidding research on children from a 
specific class, economic group, unique 
patient population, etc. 

Response. The Department agrees 
that the broad language of this recom- 
mendation is not clear. It is clarified 
by the Commission’s discussion em- 
phasizing avoidance of overutiliation 
of any one group of children for scien- 
tifically irrelevant reasons. The Com- 
mission’s clarification has been incor- 
porated in the corresponding part of 
the regulations at section 46.404(6). 

7. Comment on Recommendation 
(5). Three commenters supported the 
dissenting opinions of Commissioners 
Cooke and Turtle, or at least suggest- 
ed that the lack of unanimity bespoke 
a need to reevaluate the issue. 

Response. The Department notes 
and agrees with the Chairman of the 
Commission in his discussion of the 
dissenting statements. Dr. Ryan be- 
lieves the dissents are based on a mis- 
understanding of recommendation (5). 
He points out that the limited circum- 
stances, under which research not in- 
tended to directly benefit the children 
may be approved, clearly indicate that 
the research must be related to the 
disorder or condition affecting those 
subjects who are involved. Such re- 
search cannot, by its very nature, be 
conducted on normal subjects. These 
limited circumstances are commen- 
surability of experience, likelihood of 
yielding generalizable knowledge 
about the subject’s disorder, and im- 
portance of that knowledge for under- 
standing or treating such disorder. 

8. Comment on Recommendation 
(6). Comments were limited to the pro- 

vision for review by a national ethical 
advisory board of projects not accept- 
able under recommendations (3), (4) or 
(5) (proposed section 46.405, 46.406, 
46.407 respectively). Commenters 
noted (1) the proposed national review 
mechanism was cumbersome, time 
consuming, unworkable, and impracti- 
cal, (2) that properly constituted 
IRB’s serve the best interest of chil- 
dren and should be allowed to review 
and approve all types of research pro- 
posals without resorting to a complex 
and time consuming review process 
and (3) the possibility that if such a 
mechanism were provided some IRB’s 
might be more hesitant to make cer- 
tain decisions, such as those which 
might be unfavorable and hence un- 
popular locally. Further, since such a 
board, whether established by law or 
regulation, would be outside the judi- 
cial system, the legal validity and 
standing of a national ethical advisory 
board case adjudication could be seri- 
ously questioned. 

Response. The comments appeared 
to assume that the involvement of a 
national ethical advisory board would 
be necessary in a high percentage of 
cases, and thus would become a major 
hurdle in the review and approval 
process. The statement of Commis- 
sioners Height, King, Louisell, Ryan 
and Seldin (43 FR 2084 at 2109–2110) 
emphasizes that the Commission was 
groping with “The most difficult ethi- 
cal issues” in attempting to deal with 
research presenting more than mini- 
mal risk, but no immediate prospect of 
benefit to individual children. The de- 
cision with respect to most of such re- 
search, that presenting a “minor incre- 
ment in a minimal risk,” is covered by 
recommendation (5). Recommendation 
(6) is expected to deal only with “ex- 
ceptional situations” and to be in- 
voked only for “research that cannot 
be approved by an IRB.” Commission- 
ers Brady, Jonsen, Lebacqz, Louisell, 
Ryan and Stellar, in discussing recom- 
mendation (6) (2112), similarly con- 
clude that these provisions need be in- 
voked only in “exceptional situations.” 

The Department agrees that even if 
it were required to deal only with “ex- 
ceptional situations,” a single national 
ethical advisory board could prove 
cumbersome, unworkable and imprac- 
tical. A standing body would necessar- 
ily be deficient in expertise with re- 
spect to any particular project or pro- 
posal. Consequently, § 46.408(b) has 
been written to provide for decision by 
the Secretary following consultation 
with a panel of experts, potentially a 
more flexible and precise mechanism 
which will still permit decision on, and 
support for, a project at the national 
level. 

The Department notes that it is per- 
mitted by law (5 U.S.C. 301) to issue 
such regulations as are necessary to 
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the “performance of its business.” 
Such regulations cannot be construed 
as indicating that compliance with any 
procedures issued under that provision 
will render inapplicable any pertinent 
State or local laws as noted in 
§ 46.401(b). 

9. Comment on Recommendation 
(7)(A). In general, comments regarding 
solicitation of children’s assent and 
parents’ permission, raised such points 
as whether (1) it was intended that 
the assent and permission statements 
were both to contain all six basic ele- 
ments of informed consent, as in 45 
CFR 46.103(c); (2) the requirement for 
children’s assent would be prohibitive 
to performance of much needed re- 
search in the behavioral treatment of 
children; (3) unless the research could 
be explained in language that the 
child can understand, assent would be 
meaningless; (4) assent should be 
made discretionary, but when not ob- 
tained the investigator should be re- 
quired to provide, in writing, to the 
IRB’s the specific reason; (5) there is 
no way of telling a child the nature of 
the research without the reason for it, 
and, in cases of children with terminal 
illness, many parents refuse permis- 
sion to have the child told; (6) a dis- 
tinction should be made between chil- 
dren and adolescents and minors of 13 
years of age or older who should con- 
sent to research, not simply assent; (7) 
too much emphasis was placed on the 
need for parental permission, for in- 
stance in cases where older children 
might be asked to participate in re- 
search in an educational setting. 
School authorities’ consent should be 
sufficient unless the research involves 
more than minimal risk. 

Response. The varying criticisms are 
dealt with in several sections of the 
proposed rules. On points (1), (2), (3), 
a definition of assent in § 46.403(e) 
clarifies the Department’s intent that 
the “type of information” required by 
§ 46.103(c) should be provided “appro- 
priate to the level of understanding of 
the child.” Given these conditions, and 
the provisions in § 46.409(a) that the 
IRB shall determine when assent shall 
be obtained and what constitutes an 
adequate assent, these procedures 
should be no more prohibitive of re- 
search with children than is consent 
to research with adults. Concerning 
comment (4), the basic principle of 
DHEW policy is that discretion in 
matters of research with human sub- 
jects lies with the collective judgment 
of the IRB, not with the principal in- 
vestigator. Departure from this princi- 
ple in the case of children would be 
most inappropriate. With respect to 
comment (5), where the research holds 
forth the prospect for direct benefit of 
the child and is covered under § 46.406, 
the IRB may also find, as provided in 
§ 46.409, that the requirements for 

assent of the child may be set aside if 
the child is incapacitated or the bene- 
fits sought are available only in the 
context of the research. With respect 
to comment (6), the limits of the age 
of consent are defined by State laws 
which cannot be rendered inapplicable 
by these regulations as noted in 
§ 46.401(b). Current State consent laws 
are noted by the Commission in its 
report (43 FR 2084 at 2101) in a tabu- 
lation dated June 1977. These laws are 
subject to change and cannot be use- 
fully incorporated into regulation. On 
comment (7), the issue of the need for 
consent by parent and child has been 
addressed by the Federal Courts in 
Merriken v. Cressman, 364, F. Supp. 
913 (USDC E.D. Pa., 1973). The case is 
discussed in the Commission’s report 
(43 FR 2084 at 2100) noting that “* * * 
this case supports the necessity * * * of 
parental consent for participation of 
children in research.” 

10. Comment on Commission’s dis- 
cussion of recommendation (7)(A). 
Over one-half of the comments in con- 
nection with recommendation (7) were 
in reference to the Commission’s 
stated belief that children 7 years of 
age or older are capable of assent. 
Three commenters agreed to the sug- 
gested age of 7, one even stated that it 
should be mandatory. It was also re- 
ported that the age of 7 has been rec- 
ommended for obtaining consent in 
pediatric drug testing, admitting, how- 
ever, that this age limit is controver- 
sial in the research community as 
being unrealistic, too restrictive, and 
possibly detrimental to the child’s best 
interest. The great majority definitely 
opposed the age of 7, a few suggesting 
the age of 12, 13, or 14. The rest men- 
tioned in general that age alone 
cannot be used as a criterion, since 
children mature emotionally and de- 
velop intellectually at different rates. 
Psychiatrists referred to the scientific 
work of Piaget and others which has 
clearly demonstrated that at this age 
children have not developed the cogni- 
tive skills required to make such 
assent meaningful. Opinion was ex- 
pressed that children as young as 7 
years of age are not capable of ab- 
stract thought and are, therefore, not 
able to assess the benefit to society of 
their participation in research. 

Response. The Department seeks ad- 
ditional comment and data on this 
issue. For purposes of discussion, sev- 
eral options are outlined earlier in this 
preamble (see “Response to Recom- 
mendations” at recommendation (7)). 

11. Comment on recommendation 
(7)(B). In regard to the IRB monitor- 
ing the solicitation of assent and per- 
mission, there were only two com- 
ments. One stated that although this 
part of the recommendations is made 
ambiguous by the phrase “when ap- 
propriate” prefacing the statement, 

the form in which an IRB discharges 
its responsibility should not be speci- 
fied in the guidelines and, moreover, 
such a requirement could reinforce 
some individuals’ views that all scien- 
tists are not trustworthy and hence re- 
quire monitoring. The other 
commenters stated that the IRB 
should not be put into the role of “po- 
liceman” by being required to monitor 
the “solicitation of assent and permis- 
sion,” adding that the time and effort 
required would be prohibitive. 

Also included in this Recommenda- 
tion was a statement that a child’s ob- 
jection should be binding unless the 
research was potentially beneficial and 
the benefits available only in a re- 
search context. There were three com- 
ments stating that the full implication 
of a binding objection could be detri- 
mental to the best interests of individ- 
ual children, and there is a risk of in- 
terfering with the parent-child rela- 
tionship if the child is given the right 
to act independently of (and in opposi- 
tion to) his/her parents. 

Response. “When appropriate” is 
felt to be a sufficient indication to the 
IRB that monitoring assent and per- 
mission is to be their decision and that 
it is not mandatory. The concerns on 
the “objection being binding” are re- 
solved by giving the IRB responsibility 
for deciding when assent would be re- 
quired as provided for in section 
46.409. 

12. Comment on Commission’s dis- 
cussion of recommendation (7)(B). 
The discussion mentioned that the 
IRB should assure that children par- 
ticipating under recommendation (5), 
proposed section 46.407, should be 
those with good relationships with 
their parents or guardians. The few 
comments received pointed out the 
difficulty and effort that would be in- 
volved in making such determinations, 
since advance clinical psychological in- 
vestigations would not generally be 
available. The IRB is too far removed 
from the research project to make the 
evaluation. 

Response. The Department agrees 
with the comments, but in order to 
provide some protection for children 
whose parents may have conflicting 
interests, the Board has been instruct- 
ed to consider whether a subject advo- 
cate should be appointed to represent 
the child’s interests in those cases in 
which the child’s assent is not re- 
quired. 

13. Comment on recommendation 
(8). This provides for IRB waiver of 
parental permission in certain in- 
stances provided an appropriate mech- 
anism for protecting the children sub- 
jects is substituted. One commenter 
suggested “appropriate mechanism” 
should be defined. Options for accept- 
able mechanisms for various catego- 
ries of research should be developed. 
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Another commented that no direct 
mention is made in the recommenda- 
tion—as it is in recommendation (9)— 
that an advocate be appointed. 

Response. It would not be possible or 
practical to develop appropriate mech- 
anisms for various categories of re- 
search, nor would the appointment of 
an advocate be appropriate in all in- 
stances. The mechanism is to be a de- 
cision of the IRB. The language of the 
recommendation is incorporated into 
the proposed regulations at § 46.409. 

14. Comment on Commission’s dis- 
cussion of recommendation (8). The 
Commission mentions “Mature 
minors” as one group for which paren- 
tal permission might be waived. One 
commenter mentioned that it was not 
made clear that “mature minors” may 
consent to minimal risk research with- 
out parental permission. Another 
stated that routine questionnaires ad- 
ministered to 17-year-old students 
would present difficulties of fact and 
law, i.e., determining whether the stu- 
dent is a mature minor. Another felt 
that “mature minors” are the very 
children who would be intimidated 
and most at risk in terms of certain 
biomedical research procedures. An- 
other group the Commission gives as 
an example includes ‘‘neglected or 
abused children.” One commenter 
noted that if the child participates in 
research without the parents’ knowl- 
edge, this could interfere with the 
basic trust building that is necessary 
in reconstructing a family. Another 
commenter, in reference to an appro- 
priate mechanism for protecting these 
subjects, suggested that another alter- 
native might be to appoint a social 
worker, pediatric nurse, physician, or 
psychologist to act as surrogate parent 
when the research is designed, for ex- 
ample, to study neglected or battered 
children. Alternatively, there were sev- 
eral comments on the inadequacy of 
professionals involved with the treat- 
ment of such children who may find 
themselves unable to properly repre- 
sent the best interests of children. Fi- 
nally, questions were raised about the 
authority to appoint such a surrogate 
parent. In general, the appropriate- 
ness and legality of such an appoint- 
ment was questioned. 

Response. The Department acknowl- 
edges that these comments are gener- 
ally pertinent and underscore the vari- 
able and uncertain nature of the solu- 
tions available to deal with the issue 
of parental consent where this is “not 
a reasonable requirement.” Both the 
comments of the public and the Com- 
mission’s discussion of its own recom- 
mendation stress the need for the ex- 
ercise of judgment. Responsibility for 
making such judgment is assigned to 
the IRB in proposed § 46.409. 

15. Comment on recommendation 
(9). Comments regarding research 

with children who are wards of the 
State varied. At one extreme, 
commenters expressed opinions that 
children who are wards of the State 
should not be used in research and 
such children have been “overex- 
posed,” research often having been 
done to meet the needs of the re- 
searcher rather than that of the chil- 
dren. At the other extreme, there is no 
provision for a child, particularly if 
old enough to make an informed 
assent to volunteer for participation in 
a research project, or older children 
should be offered the option to partici- 
pate regardless of their custodial 
status. One commenter mentioned 
that State statutes should be compiled 
with regard to who could appoint an 
advocate. Another urged that prior 
court approval be required, based 
upon information provided in a juve- 
nile court hearing, in all instances of 
research with court wards. One 
commenter was concerned with 
whether wards of the State would be 
allowed to receive research drugs if 
they had a potentially fatal disease, 
like cancer. 

Response. The recommendation is 
that these children should not be in- 
cluded in research: (1) Involving more 
than minimal risk and no direct benefit 
(§ 46.406(b)), and (2) research that can- 
not be approved by an IRB (§ 46.407) 
unless (a) it related to their status as 
wards, or (b) was conducted in a setting 
in which the majority of children in- 
volved as subjects are not wards. If the 
research is approved, an advocate is to 
be appointed. 

The Department accepts the Com- 
mission’s recommendation and be- 
lieves that these provisions would pro- 
tect such children from being involved 
in nonbeneficial research or from 
being taken advantage of because of 
their status. On the other hand, the 
Department does not agree to sugges- 
tions from the public that there 
should be included a provision for 
such children to volunteer freely for a 
research project exclusive of other 
protective provisions. The Department 
finds no reason to exclude wards of 
the State from the benefit of research 
drugs (see § 46.406(a)). 

16. Comment on recommendation 
(10). Comments on research with chil- 
dren in prisons or institutions for the 
mentally infirm were few. One 
commenter agreeing that until specif- 
ics are published or citations made to 
portions of other guidelines intended 
under this recommendation one could 
not actually comment. Another noted 
that it was not indicated how adult 
prison standards could be directly ap- 
plied to juvenile facilities. Another 
commenter was concerned about se- 
verely handicapped children with dis- 
interested parents being subjected to 
high-risk research. In the case of vul- 

nerable subjects, the definition of 
high-risk research would need to be 
broadened to any research deemed to 
be beyond low risk. Such research 
should be reviewed and monitored by 
a group outside the institution and an 
advocate appointed to intervene at 
every step of the research. 

Response. The Department agrees 
that until final rules relating to re- 
search with prisoners and those insti- 
tutionalized as mentally infirm have 
been published, this recommendation 
cannot be fully implemented. In the 
meanwhile, the problem is covered by 
§ 46.401(c). 

MISCELLANEOUS 

17. Comment. Two communications 
dealt entirely with the possible impact 
of the recommendations on vaccine de- 
velopment and evaluation. The 
commenters noted that, using the defi- 
nition and the example given, it would 
appear that clinical evaluations of pe- 
diatric vaccines which are comparable 
to previously licensed vaccines would 
be considered as involving minimal 
risk. However, the commenters, on 
reading under Deliberations and Con- 
clusions, noted that following a discus- 
sion of the kinds of studies that could 
be justified under recommendation (5) 
(no benefit), the examples described 
included “* * * the threat of an epi- 
demic that could be offset by develop- 
ing a safe and effective vaccine which 
would justify research involving risk 
greater than otherwise acceptable 
* * *” [emphasis supplied]. They fur- 
ther noted that the decision to con- 
duct such research would have to be 
made at the national level (recommen- 
dation (6)) with an opportunity for 
public participation, since testing in 
the face of a threatened epidemic 
would be considered research of more 
than minimal risk and of no direct 
benefit. The commenters noted that 
no consideration seemed to have been 
given to the necessity of protecting 
the child from an active epidemic 
virus. 

Where an epidemic is only threat- 
ened, the study would require consid- 
eration under recommendation (6), a 
procedure which would clearly result 
in significant loss of time necessary to 
initiate a vaccination program. Where 
the epidemic is active, consideration 
under recommendation (6) could 
result in excess mortality. The 
commenters argue that the risks to 
the individual child would appear to 
be the unanticipated risks associated 
with the use of new products, or the 
defined, but very low probability risks 
associated with many currently used 
vaccines. The commenters urge that 
clarification be sought as to what 
kinds of risk (minimal, minor incre- 
ments in minimal, or other) and what 
potential benefits are assumed to 
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accrue to children in phase I, II, and 
III vaccine trials. 

Response. Again, neither, the Com- 
mission’s discussions of its recommen- 
dations nor its “Deliberations and 
Conclusions” constitute part of the 
formal recommendations. The intent 
of the recommendations is clearly to 
leave much room for judgment to indi- 
vidual IRB’s and, in matters that are 
beyond the reach of IRB’s, to an 
expert panel as provided for in section 
46.408(b). 

18. Comment. The question of com- 
pensation of children injured in re- 
search is not addressed. In present 
practice, there is no compensation, 
direct or indirect, beyond payment for 
the usual expenses of research treat- 
ment of the patient’s disease. 

Response. The question of the com- 
pensation of injured research subjects, 
including children, was not included in 
the Commission’s mandate. However, 
it has been addressed by a secretarial 
task force. The report of the task 
force (HEW publication No. OS–77– 
003) was forwarded to the Secretary in 
January 1977. A notice of proposed 
rulemaking on this subject is currently 
under consideration by the Secretary. 

19. Comment. One commenter sug- 
gested that IRB’s should not be re- 
quired for research conducted in 
noninstitutional settings. Pediatric 
drug doses may be tested following rig- 
idly controlled phase I and II studies 
by providing the drug to physicians 
for use in phase III studies. Patients 
would not be hospitalized and might 
be located in a rural setting. The pro- 
tocol for the study would no doubt 
have been previously established and 
approved by a peer review group or an 
IRB. 

Response. These regulations (45 
CFR 46) apply only to research con- 
ducted by the Department or to re- 
search supported by its grants and 
contracts. Clinical drug trials are con- 
trolled by comparable regulations 
issued by the Food and Drug Adminis- 
tration at 21 CFR 312 and other parts 
of title 21. Application of these FDA 
regulations is limited to institutional- 
ized subjects. Where Department 
grants or contracts support clinical 
drug trials, support is normally limited 
to phase I and II studies. 

20. Comment. Two commenters were 
concerned with the impact the recom- 
mendations might have on research 
into the sexuality of children. One 
stated that because sexuality is stig- 
matized so greatly in our society it has 
always been difficult to get sexual re- 
search approved. This difficulty might 
well be magnified unless a special pro- 
vision to the contrary is built into the 
regulations. The other commenter 
urged that a special commission be set 
up, composed of leading psychiatrists, 
child specialists, and sexologists to 

consider the whole question of behav- 
ioral observation and research regard- 
ing children’s knowledge and attitudes 
in the field of sexuality and to develop 
standards and appropriate safeguards. 

Response. While the Department be- 
lieves that, in general, public concern 
over sensitive issues can, in the long 
run, be reduced by continued public 
discussion. The general issue of the 
scope of these regulations is explored 
in some depth later in this preamble 
(see “Should Some Research Be 
Exempted From These Regulations?”) 

21. Comment. One commenter sug- 
gested that testimony during the 
public hearings, which questioned the 
practice of random assignment in clini- 
cal trials, should be ignored as long as 
there is assurance by the investigator 
to the IRB that each arm of the pro- 
posed study is appropriate in terms of 
safety, efficacy, and ethics. 

Response. While not addressing 
itself specifically to the issue of clini- 
cal trials, the Commission has not pro- 
hibited any accepted clinical research 
procedures. The Commission’s recom- 
mendations, as well as other provisions 
of the Department’s regulations, and 
common law further provide that the 
subject or his legally authorized repre- 
sentative be informed as to the alter- 
native procedures involved in a ran- 
domized clinical trial. 

22. Comment. Several commenters 
mentioned that the Commission did 
not have a member actively engaged in 
biomedical research in children. One 
commenter added that the members 
were not experts in the care of human 
beings of preadolescent age, in particu- 
lar those dying of cancer. Another sug- 
gested the need for representatives of 
behavioral research. 

Response. Review of the member- 
ship of the Commission will show at 
least one member is a pediatrician who 
has done research in the field of 
mental retardation and in electrolyte 
physiology. A second is a physiological 
psychologist whose background is in 
motivation and learning, and a third is 
a clinical and experimental psycholo- 
gist who has worked in behavior and 
behavioral psychology. Since the Com- 
mission was limited by the provisions 
of the National Research Act to in- 
clude not more than five members 
“who are or have been engaged in 
biomedical research involved human 
subjects,” it necessarily relied for addi- 
tional expert scientific advice upon 
consultants, contract studies, staff and 
public hearings, as reflected in its 
report. 

23. Comment. One commenter called 
attention to the chilling effect a multi- 
plicity of government regulations 
might well have on scientific research. 
Such regulations might, in the aggre- 
gate, provide an obstacle to helping 

the people they are designed to pro- 
tect. 

Response. The Department is sensi- 
tive to the problem of over regulation 
and is soliciting comment on this issue 
later in this preamble (see “Should 
Some Research Be Exempted From 
These Regulations?”). 

24. Comment. (a) Frequent refer- 
ences were made by persons in the 
fields of behavioral, sociological, and 
educational research to the origins of 
the present regulations (45 CFR 46) in 
the Public Health Service, their adher- 
ence to a “medical model,” and its dif- 
ficult application to other fields. The 
general theme was that it was essen- 
tial to distinguish between biomedical 
research where there is often more 
than minimal risk and most sociologi- 
cal and educational research where, by 
and large, there is minimal or less risk. 
Commenters suggested that there 
should either be separate regulations 
for behavioral, sociological, and educa- 
tional research or differences in appli- 
cability of the regulations. It was em- 
phasized that the risk factor in medi- 
cine is essentially different from the 
risk factor in nonmedical research, 
that research should not be reviewed 
as being primarily conducted at medi- 
cal schools, with regulations primarily 
related to medical research and pre- 
sented in medical terms. 

(b) Commenters also argued that too 
much emphasis is placed on the need 
for consent. This is particularly true 
in cases where older children may be 
asked to participate in research in an 
educational setting. School authori- 
ties’ consent should be sufficient 
unless more than minimal risk is in- 
volved. In regard to educational and 
sociological programs, it is inappropri- 
ate to categorize questionnaires, obser- 
vational techniques and psychological 
tests as presenting minimal risk. Such 
a broad definition of minimal risk, the 
requirement for parental consent or 
permission and children’s assent, and 
for IRB review might adversely impact 
educational and social service pro- 
grams. The importance of benefit to 
the individual should be balanced 
more in the direction of the considera- 
tion of benefit to society as well. The 
use of consent procedures also rests 
upon an extensive body of legal deter- 
mination in medical research which 
places consent in a very different light 
from that in education. If informed 
consent of parents and children is re- 
quired, many research studies will 
never be conducted. School adminis- 
trators are not willing to have stu- 
dents participate in studies requiring 
their time and effort to obtain in- 
formed consent. In the past, research 
has been conducted without obtaining 
parental consent. In cases where IRBs 
indicate there is absolutely no risk 
principals, administrators and teach- 
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ers should make the determination. 
School programs need evaluation. 
There must be some room for the 
school’s head judgment depending 
upon the type of research as to no 
need to involve parents. 

(c) Specific objections were made to 
the direct transferral of biomedical 
procedures and terminology to social 
and educational research, e.g., use of 
the term “subjects,” the distinction 
made between research and treatment, 
the definition of “risk,” and the use of 
consent procedures. “Subjects” in 
medical context means individual 
human beings. Behavioral research 
may be directed toward individuals or 
groups or classes within a population. 
Educational research may be directed 
towards individuals (e.g., students, par- 
ents, teachers, administrators), classes, 
schools, school districts, etc. The defi- 
nition of risk does not attempt to 
define the nature of “minimal risk” in 
educational research, an area still re- 
quiring intensive study. 

SHOULD SOME RESEARCH BE EXEMPTED 
FROM THESE REGULATIONS? 

The issue of the scope of the Depart- 
ment’s policies on protection of 
human subjects has been raised in the 
context of the children’s regulations, 
because of the specific impact these 
regulations would have on educational 
research. However, the applicability 
clause in the proposed children’s regu- 
lations is simply patterned after the 
clause which currently appears in the 
basic Department regulations on pro- 
tection of human subjects in 45 CFR 
part 46. Hence, to the extent the chil- 
dren’s applicability clause is too broad, 
the same would probably be true with 
respect to the clause in the basic regu- 
lations. 

Those who object to the current, 
applicability clause in part 46 
point out that it requires establish- 
ment of Boards by all organizations 
which apply to the Department for 
any support for research involving 
human subjects. In social and educa- 
tional research, it is said that the re- 
search rarely presents any significant 
risk to the subjects. In these fields, 
many of the applicants are small orga- 
nizations for which it is a substantial 
administrative and financial burden to 
establish Boards to satisfy part 46. 
Often the research is of a type that 
has undergone substantial review 
within the Govemment before it can 
be undertaken (e.g., certain types of 
survey research which must be re- 
viewed by the Office of Management 
and Budget under the Federal Reports 
Act). 

Another concern which has been 
raised about the scope of the regula- 
tions pertains to large scale, innova- 
tive, service delivery programs. Tech- 
nically, it might be argued that a 

State or local subdivision may be en- 
gaged in research when it introduces 
an innovative modification into a serv- 
ice delivery program. Once the deci- 
sion is made through normal govern- 
mental processes to adopt the innova- 
tion, it is said that Boards should not 
have the option to veto this decision, 
and individuals should not have the 
discretion to opt out of those aspects 
of the program that are disadvanta- 
geous to them. 

In view of these objections, the De- 
partment will consider whether, as 
part of the overall revision of part 46 
(which will take place once all the 
Commission’s recommendations are re- 
ceived), the applicability clause of the 
basic regulations and all other regula- 
tions in part 46 should be narrowed. 

Among the types of activities which 
may be considered for exemption from 
part 46 are the following: 

1. Survey research, particularly 
where the survey form must be 
cleared by the Office of Management 
and Budget. 

2. Observational research, where the 
researchers simply observe subjects 
engaged in their normal day-to-day ac- 
tivities. 

3. Achievement and aptitude testing. 
4. Research involving solely the 

review of already existing records. 
5. Participation in instructional and 

other programs carried out in the 
normal educational setting, where the 
program is generally similar to other 
programs in the school curriculum and 
has been approved by a local school 
board or parent advisory group. 

6. Research designed to study on a 
large scale the effects of proposed 
social or economic change. 

7. Research designed to study on a 
large scale methods or systems for the 
delivery of or payment for social or 
health services. 

The Department welcomes comment 
as to the appropriateness of narrowing 
the scope of part 46, through exempt- 
ing some or all of the above categories 
of research from the regulations. The 
Department would also be interested 
in suggestions as to other categories 
which should be considered for exemp- 
tion. Wherever possible, information 
and data should be submitted in sup- 
port of comments. 

To the extent some categories of re- 
search are exempted from part 46, the 
Department is also considering wheth- 
er other protections should be devel- 
oped to cover these categories and, if 
so, what these should be. Commenters 
who propose narrowing part 46 may 
wish to address these issues as well. 

In connection with this reconsider- 
ation of the scope of part 46, each 
Principal Operating Component of the 
Department will be developing the ca- 
pacity to review protections for 

human subjects, as part of their 
decisionmaking processes. 

Notice is given that it is proposed to 
make any amendments that are adopt- 
ed effective upon publication in the 
FEDERAL REGISTER. 

Dated: July 11, 1978. 
JULIUS B. RICHMOND, 

Assistant Secretary for Health. 
Approved: July 12, 1978. 

JOSEPH A. CALIFANO, Jr., 
Secretary. 

It is therefore proposed to amend 
part 46 of 45 CFR, subtitle A, by: 

1. Redesignating subpart C and 
§ 46.301 as subpart F and § 46.601, re- 
spectively. 

2. Adding the following new subpart 
D. 
Subpart D—Additional Protections for Children In- 

volved as Subjects in Biomedical and Behavioral 
Research 

Sec. 
46.401 Applicability. 
46.402 Purpose. 
46.403 Definitions. 
46.404 Additional duties of an Institutional 

Review Board where children are in- 
volved. 

46.405 Research not involving greater than 
minimal risk. 

46.406 Research involving greater than 
minimal risk but presenting the pros- 
pect of direct benefit to the individual 
subjects. 

46.407 Research involving greater than 
minimal risk and no prospect of direct 
benefit to individual subjects, but likely 
to yield generalized knowledge about 
the subjects’ disorder or condition. 

46.408 Research not otherwise approvable 
which presents an opportunity to under- 
stand, prevent, or alleviate a serious 
problem affecting the health or welfare 
of children. 

46.409 Requirements for permission by 
parents or guardians and for assent by 
children. 

46.410 Wards. 
AUTHORITY: 5 U.S.C. 301. 

Subpart D—Additional Protections for Children 
Involved as Subjects in Biomedical and Be- 
havioral Research 

§ 46.401 Applicability. 
(a) These regulations apply to all 

biomedical and behavioral research 
conducted or supported by the Depart- 
ment of Health, Education, and Wel- 
fare involving children as subjects. 

(b) Compliance with these proce- 
dures will in no way render inapplica- 
ble pertinent State or local laws bear- 
ing upon activities covered by this 
subpart. 

(c) These requirements are in addi- 
tion to those imposed under the other 
subparts of this part. 

§ 46.402 Purpose. 
Children are normally legally in- 

capable of consenting to their own 
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participation in biomedical or behav- 
ioral research and may also be unable 
to comprehend fully the consequences 
and risks which might be involved in 
such participation. This subpart pro- 
vides additional safeguards for the 
protection of children involved in 
biomedical and behavioral research. 

§ 46.403 Definitions. 
As used in this subpart: 
(a) “Secretary” means the Secretary 

of Health, Education, and Welfare and 
any other officer or employee of the 
Department of Health, Education, and 
Welfare to whom authority has been 
delegated. 

(b) ‘‘DHEW’’ means the Department 
of Health, Education, and Welfare. 

(c) “Children” are persons who have 
not attained the legal age of consent 
to general medical care as determined 
under the applicable law of the juris- 
diction in which the research will be 
conducted. 

(d) “Research” means a formal in- 
vestigation designed to develop or con- 
tribute to generalizable knowledge in 
such fields as human biology and 
medicine and in the behavioral sci- 
ences including psychology, education- 
al psychology, and sociology. 

(e) “Advocate” means an individual 
appointed by the Board, or through 
procedures approved by the Board, to 
act in the best interests of the child. 
The advocate will, although he or she 
is not appointed by a court, be con- 
strued to carry the fiduciary responsi- 
bilities of a guardian ad litem toward 
the children whose interests the advo- 
cate represents. No individual may 
serve as an advocate if the individual 
has any financial interest in, or other 
association with, the institution con- 
ducting or sponsoring the research; 
nor, where the subject is the ward of a 
State or other agency, institution, or 
entity, may the advocate have any fi- 
nancial interest in, or other associ- 
ation with, that State, agency, institu- 
tion, or entity.” 

(f) “Assent” means a child’s affirma- 
tive agreement, to participate in re- 
search. Mere failure to object should 
not, absent affirmative agreement, be 
construed as consent. Assent can only 
be given following an explanation, 
based on the types of information 
specified in § 46.103(c) of this part, ap- 
propriate to the level of understanding 
of the child, in accordance with proce- 
dures established by the Institutional 
Review Board. 

(g) “Permission” means the agree- 
ment of parent(s) or guardian to the 
participation of their child or ward in 
research. Permission can only be given 
following an explanation including the 
information specified in § 46.103(c) of 
this part. 

(h) “Parent” means a child’s biologi- 
cal or adoptive parent. 

(i) “Guardian” means an individual 
who is authorized under applicable 
State or local law to consent on behalf 
of a child to general medical care for 
the child. 

(j) “Minimal risk” is the probability 
and magnitude of physical or psycho- 
logical harm that is normally encoun- 
tered in the daily lives, or in the rou- 
tine medical, dental, or psychological 
examination of healthy children. 

§ 46.404 Additional duties of an Institu- 
tional Review Board where children 
are involved. 

(a) In addition to all other responsi- 
bilities under this part, each Institu- 
tional Review Board (Board) shall 
review research covered by this 
subpart. It may approve the research 
only if it finds that: 

(1) The research methods are appro- 
priate to the aim of the research; 

(2) The competence of the 
investigator(s) and the quality of the 
research facility are sufficient for the 
conduct of the research; 

(3) Where appropriate, studies have 
been conducted first on animals and 
adult humans, and then on older chil- 
dren before involving very young chil- 
dren; 

(4) Risks are minimized by using the 
safest procedures consistent with 
sound research design and by using 
procedures performed for the exami- 
nation, diagnosis, or treatment of the 
particular subject whenever appropri- 
ate and feasible; 

(5) Adequate provisions are made to 
protect the privacy of children and 
their parents, and to maintain the con- 
fidentiality of data. For example, data 
may be disclosed to authorized person- 
nel and used for authorized purposes 
only; data should be collected only if 
they are relevant and necessary for 
the purposes of the research and anal- 
ysis; data should be maintained only 
as long as they are necessary to the re- 
search or to benefit the children; and 
all data should be maintained in ac- 
cordance with fair information prac- 
tices; 

(6) The criteria for subject selection 
are appropriate for the research aims 
and will permit the selection of sub- 
jects in an equitable manner, avoiding 
overuse of any one group of children 
based solely upon administrative con- 
venience or availability of a popula- 
tion; 

(7) Where appropriate, adequate 
provisions are made for involving a 
parent, guardian, or advocate in the 
conduct or monitoring of the research, 
for example, in situations in which the 
Board finds the subjects to be incapa- 
ble of assenting and the research in- 
volves more than minimal risk or more 
than minimal discomfort to these sub- 
jects: 

(8) Adequate provisions are made for 
monitoring solicitation of assent and 
permission, as, for example, through 
participation by Board members or by 
advocate in the actual solicitation 
process, either for all subjects or for a 
sampling of subjects; and 

(9) The conditions of all applicable 
subsequent sections of this subpart are 
met. 

(b) The Board shall carry out such 
other duties as may be assigned by the 
Secretary. 

(c) The institution sponsoring the 
Board shall certify to the Secretary, in 
such manner as the Secretary may re- 
quire, that the duties of the Board 
under this subpart have been fulfilled. 

§ 46.405 Research not involving greater 
than minimal risk. 

DHEW may conduct or support, re- 
search that does not involve greater 
than minimal risk to children if the 
Board finds that: 

(a) The conditions of § 46.404 are 
met; and 

(b) Adequate provisions are made for 
soliciting the assent of the children 
and the permission of their parents or 
guardians, as set forth in § 46.409. 

§ 46.406 Research involving greater than 
minimal risk but presenting the pros- 
pect of direct benefit to the individual 
subjects. 

DHEW may conduct or support re- 
search in which the Board finds that 
more than minimal risk to children is 
presented by an intervention or proce- 
dure that holds out the prospect of 
direct benefit for the individual sub- 
ject, or by a monitoring procedure 
that is likely to contribute to the sub- 
ject’s well-being, if the Board finds 
that: 

(a) The risk is justified by the antici- 
pated benefit to the subjects; 

(b) The relation of the anticipated 
benefit to the risk is at least as favora- 
ble to the subjects as that presented 
by available alternative approaches; 

(c) The conditions of Section 46.404 
are met; and 

(d) Adequate provisions are made for 
soliciting the assent of the children 
and permission of their parents or 
guardians, as set forth in § 46.409. 

§ 46.407 Research involving greater than 
minimal risk and no prospect of direct 
benefit to individual subjects, but 
likely to yield generalized knowledge 
about the subjects’ disorder or condi- 
tion. 

DHEW may conduct or support re- 
search in which the Board finds that 
more than minimal risk to children is 
presented by an intervention or proce- 
dure that does not hold out the pros- 
pect of direct benefit for the individu- 
al subject, or by a monitoring proce- 
dure which is not likely to contribute 
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to the well-being of the subject, if the 
Board finds that: 

(a) The risk represents a minor in- 
crease over minimal risk; 

(b) The intervention or procedure 
presents experiences to subjects that 
are reasonably commensurate with 
those inherent in their actual or ex- 
pected medical, dental, psychological, 
social, or educational situations; 

(c) The intervention or procedure is 
likely to yield generalizable knowledge 
about the subjects’ disorder or condi- 
tion which is of vital importance for 
the understanding or amelioration of 
the subjects’ disorder or condition: 

(d) The conditions of § 46.404 are 
met; and 

(e) Adequate provisions are made for 
assent of the children and permission 
of their parents or guardians, as set 
forth in section 46.409. 

§ 46.408 Research not otherwise approv- 
able which presents and opportunity to 
understand, prevent, or alleviate a seri- 
ous problem affecting the health or 
welfare of children. 

DHEW may conduct or support re- 
search that the Board does not believe 
meets the requirements of §§ 46.405, 
46.406, or 46.407 if: 

(a) The Board finds that: (1) The 
conditions of § 46.404 are met; and (2) 
the research presents a reasonable op- 
portunity to futher the understanding, 
prevention, or alleviation of a serious 
problem affecting the health or wel- 
fare of children; and 

(b) The Secretary, after consultation 
with a panel of experts in pertinent 
disciplines (e.g., science, medicine, edu- 
cation, ethics, law) and following op- 
portunity for public review and com- 
ment, has determined either: (1) That 
the research in fact satisfies the condi- 
tions of §§ 46.405, 46.406, or 46.407, as 
applicable, or (2) the following: 

(i) The research presents a reason- 
able opportunity to further the under- 
standing, prevention, or alleviation of 
a serious problem affecting the health 
or welfare of children; 

(ii) The research will be conducted in 
accordance with the basic ethical prin- 
ciples; 

(iii) Adequate provisions are made for 
soliciting the assent of children and 
the permission of their parents or 
guardians, as set forth in section 
46.409. 

§ 46.409 Requirements for permission by 
parents or guardians and for assent by 
children. 

(a) In addition to the determinations 
required under other applicable sec- 
tions of this subpart, the Board shall 

determine that adequate provisions 
are made for soliciting the assent of 
the children, when in the judgment of 
the Board the children are capable of 
doing so. In determining whether chil- 
dren are capable of assenting, the 
Board shall take into account the ages 
and maturity of the children involved. 
This judgment may be made for all 
children under a particular research 
protocol, or on a more individualized 
basis, as the Board deems appropriate. 
If the Board determines the child is so 
incapacitated that he or she cannot 
reasonably be consulted or that the in- 
tervention or procedure involved in 
the research holds out a prospect of 
direct benefit that is important to the 
health or well-being of the child and is 
available only in the context of the re- 
search, the assent of the child need 
not be obtained. If the Board deter- 
mines that a child is so incapacitated, 
and the child is not under the 
guardianship of a parent, then permis- 
sion of both the guardian and a sub- 
ject advocate must be obtained. 

(b) Where the Board determines 
under paragraph (a) that the child’s 
assent need not be obtained, it shall 
also determine whether a advocate 
should be appointed for the child, 
taking into account such factors as, 
for example, whether there are likely 
to be financial or other pressures on 
the parents or guardian which could 
affect their ability to consider solely 
the interests of the child in deciding 
whether to consent to the child’s par- 
ticipation in the research. The role of 
the advocate would be to advise the 
Board, parents, and investigators of 
any concerns the advocate may have 
about the child’s participation in the 
research. 

(c) In addition to the determinations 
required under other applicable sec- 
tions of this subpart, the Board shall 
determine that adequate provisions 
are made for soliciting the permission 
of each child’s parent(s) or guardian. 
Where parental permission is to be ob- 
tained, the Board may find that the 
permission of one parent is sufficient 
for research to be conducted under 
§ 46.405 or 46.406, but in doing so the 
Board must consider such factors as 
the nature of the research and the 
age, maturity, status, and condition of 
the subjects. Where research is cov- 
ered by §§ 46.407 and 46.408 and per- 
mission is to be obtained from parents, 
both parents must give their permis- 
sion unless one parent is deceased, 
unkown, incompetent, or not reason- 
ably available, or the child belongs to 
a single-parent family (i.e., when only 
one parent has legal responsibility for 
the care and custody of the child). 

(d) If the Board determines that a 
research protocol is designed for con- 
ditions or for a subject population for 
which parental or guardian permission 
is not a reasonable requirement to pro- 
tect the subjects (e.g., neglected or 
abused children); it may waive the 
consent requirements in subpart A of 
this part and paragraph (c) of this sec- 
tion, provided an appropriate mecha- 
nism for protecting the children who 
will participate as subjects in the re- 
search is substituted, and provided 
further that the waiver is not incon- 
sistent with State or local law. The 
choice of an appropriate mechanism 
would depend upon the nature and 
purpose of the activities described in 
the protocol, the risk and anticipated 
benefit to the research subjects, and 
their age, maturity, status, and condi- 
tion. 

(e) The Institutional Review Board 
shall determine that permission by 
parents or guardians will be 
documented in accordance with the re- 
quirements of § 46.110 of this part. 

(f) When the Institutional Review 
Board determines that assent is re- 
quired, it shall also determine how 
assent must be documented. 

§ 46.410 Wards. 
(a) Children who are wards of the 

State or any other agency, institution, 
or entity can be included in research 
approved under § 46.407 or 46.408 only 
if such research is: 

(1) Related to their status as wards; 
or 

(2) Conducted in schools, camps, or 
similar group settings in which the 
majority of children involved as sub- 
jects are not wards. 

(b) If the research is approved under 
paragraph (a) of this section, the 
Board shall require appointment of an 
advocate for each child, in addition to 
any other individual acting as guardi- 
an or in loco parentis for the child. 
The advocate will act in the best inter- 
ests of the child, and will have the 
same opportunities to intercede nor- 
mally provided parents. One individual 
may serve as advocate for more than 
one child. No individual may serve as 
an advocate if the individual has any 
financial interest in, or other associ- 
ation with, either the guardian organi- 
zation or any institution responsible 
for the research. 

(c) If a child who is a ward objects to 
participation in the research, but the 
child’s assent is not required under 
§ 46.409, the child may be included as a 
subject only with the approval of both 
the child’s guardian and the advocate 
for the child. 
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