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45 CFR Subtitle A (10–1–22 Edition) § 46.401 

Subpart D—Additional Protections 
for Children Involved as Sub-
jects in Research 

SOURCE: 48 FR 9818, Mar. 8, 1983, unless oth-
erwise noted. 

§ 46.401 To what do these regulations 
apply? 

(a) This subpart applies to all re-
search involving children as subjects, 
conducted or supported by the Depart-
ment of Health and Human Services. 

(1) This includes research conducted 
by Department employees, except that 
each head of an Operating Division of 
the Department may adopt such non-
substantive, procedural modifications 
as may be appropriate from an admin-
istrative standpoint. 

(2) It also includes research con-
ducted or supported by the Department 
of Health and Human Services outside 
the United States, but in appropriate 
circumstances, the Secretary may, 
under paragraph (e) of § 46.101 of sub-
part A, waive the applicability of some 
or all of the requirements of these reg-
ulations for research of this type. 

(b) Exemptions at § 46.101(b)(1) and 
(b)(3) through (b)(6) are applicable to 
this subpart. The exemption at 
§ 46.101(b)(2) regarding educational tests 
is also applicable to this subpart. How-
ever, the exemption at § 46.101(b)(2) for 
research involving survey or interview 
procedures or observations of public be-
havior does not apply to research cov-
ered by this subpart, except for re-
search involving observation of public 
behavior when the investigator(s) do 
not participate in the activities being 
observed. 

(c) The exceptions, additions, and 
provisions for waiver as they appear in 
paragraphs (c) through (i) of § 46.101 of 
subpart A are applicable to this sub-
part. 

[48 FR 9818, Mar. 8, 1983; 56 FR 28032, June 18, 
1991; 56 FR 29757, June 28, 1991] 

§ 46.402 Definitions. 
The definitions in § 46.102 of subpart 

A shall be applicable to this subpart as 
well. In addition, as used in this sub-
part: 

(a) Children are persons who have not 
attained the legal age for consent to 

treatments or procedures involved in 
the research, under the applicable law 
of the jurisdiction in which the re-
search will be conducted. 

(b) Assent means a child’s affirmative 
agreement to participate in research. 
Mere failure to object should not, ab-
sent affirmative agreement, be con-
strued as assent. 

(c) Permission means the agreement of 
parent(s) or guardian to the participa-
tion of their child or ward in research. 

(d) Parent means a child’s biological 
or adoptive parent. 

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

§ 46.403 IRB duties. 

In addition to other responsibilities 
assigned to IRBs under this part, each 
IRB shall review research covered by 
this subpart and approve only research 
which satisfies the conditions of all ap-
plicable sections of this subpart. 

§ 46.404 Research not involving great-
er than minimal risk. 

HHS will conduct or fund research in 
which the IRB finds that no greater 
than minimal risk to children is pre-
sented, only if the IRB finds that ade-
quate provisions are made for solic-
iting the assent of the children and the 
permission of their parents or guard-
ians, as set forth in § 46.408. 

§ 46.405 Research involving greater 
than minimal risk but presenting 
the prospect of direct benefit to the 
individual subjects. 

HHS will conduct or fund research in 
which the IRB finds that more than 
minimal risk to children is presented 
by an intervention or procedure that 
holds out the prospect of direct benefit 
for the individual subject, or by a mon-
itoring procedure that is likely to con-
tribute to the subject’s well-being, only 
if the IRB 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 favor-
able to the subjects as that presented 
by available alternative approaches; 
and 
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