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SUBPART A 
Basic HHS Policy for Protection 
of Human Research Subjects 
 
Authority: 5 U.S.C. 301; 42 U.S.C. 289; 
42 U.S.C. 300v-1(b). 
 
Source: 56 FR 28012, 28022, June 18, 1991, 
unless otherwise noted. 
 
§46.101 To what does this policy apply? 

(a) Except as provided in paragraph (b) of 
this section, this policy applies to all research 
involving human subjects conducted, sup-
ported or otherwise subject to regulation by 
any federal department or agency which 
takes appropriate administrative action to 
make the policy applicable to such research. 
This includes research conducted by federal 





 

 

§46.103 Assuring compliance with this 
policy -- research conducted or sup-
ported by any Federal Department 
or Agency. 

(a) Each institution engaged in research 
which is covered by this policy and which is 
conducted or supported by a federal depart-
ment or agency shall provide written assur-
ance satisfactory to the department or 
agency head that it will comply with the 
requirements set forth in this policy. In lieu 
of requiring submission of an assurance, 
individual department or agency heads shall 
accept the existence of a current assurance, 
appropriate for the research in question, on 
file with the Office for Human Research 
Protections, HHS, or any successor office, 
and approved for federalwide use by that 
office. When the existence of an HHS-
approved assurance is accepted in lieu of 
requiring submission of an assurance, re-
ports (except certification) required by this 
policy to be made to department and agency 
heads shall also be made to the Office for 
Human Research Protections, HHS, or any 
successor office. 

(b) Departments and agencies will conduct 
or support research covered by this policy 
only if the institution has an assurance ap-
proved as provided in this section, and only 
if the institution has certified to the depart-
ment or agency head that the research has 
been reviewed and approved by an IRB pro-
vided for in the assurance, and will be sub-
ject to continuing review by the IRB. Assur-
ances applicable to federally supported or 
conducted research shall at a minimum in-
clude: 

(1)A statement of principles governing the 
institution in the discharge of its responsi-
bilities for protecting the rights and wel-
fare of human subjects of research con-
ducted at or sponsored by the institution, 
regardless of whether the research is sub-
ject to Federal regulation. This may in-
clude an appropriate existing code, decla-
ration, or statement of ethical principles, 
or a statement formulated by the institu-
tion itself. This requirement does not pre-
empt provisions of this policy applicable 
to department- or agency-supported or 
regulated research and need not be appli-
cable to any research exempted or waived 
under §46.101(b) or (i). 

(2)Designation of one or more IRBs estab-
lished in accordance with the requirements 
of this policy, and for which provisions are 
made for meeting space and sufficient 
staff to support the IRB's review and re-
cordkeeping duties. 

(3)A list of IRB members identified by 



 

 

§46.107 IRB membership. 

(a) Each IRB shall have at least five mem-
bers, with varying backgrounds to promote 
complete and adequate review of research 
activities commonly conducted by the insti-
tution. The IRB shall be sufficiently quali-
fied through the experience and expertise of 
its members, and the diversity of the mem-
bers, including consideration of race, gender, 
and cultural backgrounds and sensitivity to 
such issues as community attitudes, to pro-
mote respect for its advice and counsel in 
safeguarding the rights and welfare of hu-
man subjects. In addition to possessing the 
professional competence necessary to review 
specific research activities, the IRB shall be 
able to ascertain the acceptability of pro-
posed research in terms of institutional com-
mitments and regulations, applicable law, 
and standards of professional conduct and 
practice. The IRB shall therefore include 
persons knowledgeable in these areas. If an 
IRB regularly reviews research that involves 
a vulnerable category of subjects, such as 
children, prisoners, pregnant women, or 
handicapped or mentally disabled persons, 
consideration shall be given to the inclusion 
of one or more individuals who are knowl-
edgeable about and experienced in working 
with these subjects. 

(b) Every nondiscriminatory effort will be 
made to ensure that no IRB consists entirely 
of men or entirely of women, including the 
institution's consideration of qualified per-
sons of both sexes, so long as no selection is 
made to the IRB on the basis of gender. No 
IRB may consist entirely of members of one 
profession. 

(c) Each IRB shall include at least one mem-
ber whose primary concerns are in scientific 
areas and at least one member whose pri-
mary concerns are in nonscientific areas. 

(d) Each IRB shall include at least one mem-
ber who is not otherwise affiliated with the 
institution and who is not part of the imme-
diate family of a person who is affiliated 
with the institution. 

(e) No IRB may have a member participate 
in the IRB's initial or continuing review of 
any project in which the member has a con-
flicting interest, except to provide informa-
tion requested by the IRB. 

(f) An IRB may, in its discretion, invite indi-
viduals with competence in special areas to 
assist in the review of issues which require 
expertise beyond or in addition to that avail-
able on the IRB. These individuals may not 
vote with the IRB 

§46.108 IRB functions and operations. 

In order to fulfill the requirements of this 
policy each IRB shall: 

(a) Follow written procedures in the same 
detail as described in §46.103(b)(4) and, to 
the extent required by, §46.103(b)(5). 

(b) Except when an expedited review proce-
dure is used (see §46.110), review proposed 
research at convened meetings at which a 
majority of the members of the IRB are 
present, including at least one member 
whose primary concerns are in nonscientific 
areas. In order for the research to be ap-
proved, it shall receive the approval of a 
majority of those members present at the 
meeting. 

§46.109 IRB review of research. 

(a) An IRB shall review and have authority 
to approve, require modifications in (to se-
cure approval), or disapprove all research 
activities covered by this policy. 

(b) An IRB shall require that information 
given to subjects as part of informed con-
sent is in accordance with §46.116. The IRB 
may require that information, in addition to 
that specifically mentioned in §46.116, be 
given to the subjects when in the IRB's judg-
ment the information would meaningfully 
add to the protection of the rights and wel-
fare of subjects. 

(c) An IRB shall require documentation of 
informed consent or may 







 

 

§46.119 Research undertaken without the 
intention of involving human sub-
jects. 

In the event research is undertaken without 
the intention of involving human subjects, 
but it is later proposed to involve human 
subjects in the research, the research shall 
first be reviewed and approved by an IRB, 
as provided in this policy, a certification 
submitted, by the institution, to the depart-
ment or agency, and final approval given to 
the proposed change by the department or 
agency. 
§46.120 Evaluation and disposition of 

applications and proposals for re-
search to be conducted or supported 
by a Federal Department or Agency. 

(a) The department or agency head will 
evaluate all applications and proposals in-
volving human subjects submitted to the 
department or agency through such officers 
and employees of the department or agency 
and such experts and consultants as the de-
partment or agency head determines to be 
appropriate. This evaluation will take into 
consideration the risks to the subjects, the 
adequacy of protection against these risks, 
the potential benefits of the research to the 
subjects and others, and the importance of 
the knowledge gained or to be gained. 
(b) On the basis of this evaluation, the de-
partment or agency head may approve or 
disapprove the application or proposal, or 
enter into negotiations to develop an ap-



 

 

(b) The risk to the fetus is caused solely by 
interventions or procedures that hold out 
the prospect of direct benefit for the woman 
or the fetus; or, if there is no such prospect 
of benefit, the risk to the fetus is not greater 
than minimal and the purpose of the re-
search is the development of important bio-
medical knowledge which cannot be ob-
tained by any other means; 

(c) Any risk is the least possible for achiev-
ing the objectives of the research; 

(d) If the research holds out the prospect of 
direct benefit to the pregnant woman, the 
prospect of a direct benefit both to the preg-
nant woman and the fetus, or no prospect of 
benefit for the woman nor the fetus when 
risk to the fetus is not greater than minimal 
and the purpose of the research is the devel-
opment of important biomedical knowledge 
that cannot be obtained by any other means, 
her consent is obtained in accord with the 
informed consent provisions of subpart A 
of this part; 

(e) If the research holds out the prospect of 
direct benefit solely to the fetus then the 
consent of the pregnant woman and the 
father is obtained in accord with the in-
formed consent provisions of subpart A of 
this part, except that the father's consent 
need not be obtained if he is unable to con-
sent because of unavailability, incompetence, 
or temporary incapacity or the pregnancy 
resulted from rape or incest. 

(f) Each individual providing consent under 
paragraph (d) or (e) of this section is fully 
informed regarding the reasonably foresee-
able impact of the research on the fetus or 
neonate; 

(g) For children as defined in §46.402(a) 
who are pregnant, assent and permission are 
obtained in accord with the provisions of 
subpart D of this part; 

(h) No inducements, monetary or otherwise, 
will be offered to terminate a pregnancy; 

(i) Individuals engaged in the research will 
have no part in any decisions as to the tim-
ing, method, or procedures used to termi-
nate a pregnancy; and 

(j) Individuals engaged in the research will 
have no part in determining the viability of a 
neonate. 

§46.205 Research involving neonates. 

(a) Neonates of uncertain viability and non-
viable neonates may be involved in research 
if all of the following conditions are met: 

(1) Where scientifically appropriate, pre-
clinical and clinical studies have been con-
ducted and provide data for assessing po-
tential risks to neonates. 

(2) Each individual providing consent un-
der paragraph (b)(2) or (c)(5) of this sec-
tion is fully informed regarding the rea-
sonably foreseeable impact of the research 
on the neonate. 



 

 

a reasonable opportunity to further the un-
derstanding, prevention, or alleviation of a 
serious problem affecting the health or wel-
fare of pregnant women, fetuses or neo-
nates; and 

(b) The Secretary, after consultation with a 
panel of experts in pertinent disciplines (for 
example: science, medicine, ethics, law) and 



 

 

tary, in such form and manner as the Secre-
tary may require, that the duties of the 
Board under this section have been fulfilled. 

§46.306 Permitted research involving 
prisoners. 

(a) Biomedical or behavioral research con-
ducted or supported by DHHS may involve 
prisoners as subjects only if: 

(1) The institution responsible for the con-
duct of the research has certified to the 
Secretary that the Institutional Review 
Board has approved the research under 
§46.305 of this subpart; and 

(2) In the judgment of the Secretary the 
proposed research involves solely the fol-
lowing: 

(i) Study of the possible causes, effects, 
and processes of incarceration, and of 
criminal behavior, provided that the study 
presents no more than minimal risk and 
no more than inconvenience to the sub-
jects; 

(ii) Study of prisons as institutional struc-
tures or of prisoners as incarcerated per-
sons, provided that the study presents no 
more than minimal risk and no more than 
inconvenience to the subjects; 

(iii) Research on conditions particularly 
affecting prisoners as a class (for example, 
vaccine trials and other research on hepati-
tis which is much more prevalent in pris-
ons than elsewhere; and research on social 
and psychological problems such as alco-
holism, drug addiction, and sexual as-
saults) provided that the study may pro-
ceed only after the Secretary has consulted 
with appropriate experts including experts 
in penology, medicine, and ethics, and 
published notice, in the FEDERAL REG-
ISTER, of his intent to approve such re-
search; or 

(iv) Research on practices, both innovative 
and accepted, which have the intent and 
reasonable probability of improving the 
health or well-being of the subject. In 
cases in which those studies require the 
assignment of prisoners in a manner con-
sistent with protocols approved by the 
IRB to control groups which may not 
benefit from the research, the study may 
proceed only after the Secretary has con-
sulted with appropriate experts, including 
experts in penology, medicine, and ethics, 
and published notice, in the FEDERAL 
REGISTER, of the intent to approve such 
research. 

 

(b) Except as provided in paragraph (a) of 
this section, biomedical or behavioral re-
search conducted or supported by DHHS 
shall not involve prisoners as subjects. 

 

Subpart D  

Additional Protections for Chil-
dren Involved as Subjects in Re-
search 
Source: 48 FR 9818, March 8, 1983, unless otherwise 
noted. 

§46.401 To what do these regulations 
apply? 

(a) This subpart applies to all research in-
volving children as subjects, conducted or 
supported by the Department of Health and 
Human Services. 

(1) This includes research conducted by 
Department employees, except that each 
head of an Operating Division of the De-
partment may adopt such nonsubstantive, 
procedural modifications as may be appro-
priate from an administrative standpoint. 

(2) It also includes research conducted or 
supported by the Department of Health 
and Human Services outside the United 
States, but in appropriate circumstances, 
the Secretary may, under paragraph (i) of 
§46.101 of subpart A, waive the applicabil-
ity of some or all of the requirements of 
these regulations 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. However, the exemption at §46.101
(b)(2) for research involving survey or inter-
view procedures or observations of public 
behavior does not apply to research covered 
by this subpart, except for research involv-
ing observation of public behavior when the 
investigator(s) do not participate in the ac-
tivities 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 ap-
plicable to this subpart. 
[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 addi-
tion, as used in this subpart: 

(a) Children are persons who have not at-
tained the legal age for consent to treat-

ments or procedures involved in the re-
search, under the applicable law of the juris-
diction in which the research will be con-
ducted. 

(b) Assent means a child's affirmative agree-
ment to participate in research. Mere failure 
to object should not, absent affirmative 
agreement, be construed as assent. 

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

(d) Parent means a child's biological or adop-
tive parent. 

(e) Guardian means an individual who is au-
thorized 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 re-
view research covered by this subpart and 
approve only research which satisfies the 
conditions of all applicable sections of this 
subpart. 

§46.404 Research not involving greater 
than minimal risk. 

HHS will conduct or fund research in which 
the IRB finds that no greater than minimal 
risk to children is presented, only if the IRB 
finds that adequate provisions are made for 
soliciting the assent of the children and the 
permission of their parents or guardians, as 
set forth in §46.408. 

§46.405 Research involving greater than 
minimal risk but presenting the 
prospect of direct benefit to the indi-
vidual 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 monitoring procedure that is likely to 
contribute to the subject's well-being, only if 
the IRB finds that: 

(a) The risk is justified by the anticipated 
benefit to the subjects; 

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

(c) Adequate provisions are made for solicit-
ing the assent of the children and permission 
of their parents or guardians, as set forth in 
§46.408. 
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§46.406 Research involving greater than 
minimal risk and no prospect of di-
rect benefit to individual subjects, 
but likely to yield generalizable 
knowledge about the subject's disor-
der or condition. 

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 does not hold out the pros-
pect of direct benefit for the individual sub-
ject, or by a monitoring procedure which is 
not likely to contribute to the well-being of 
the subject, only if the IRB finds that: 

(a) The risk represents a minor increase over 
minimal risk; 

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

(c) The intervention or procedure is likely to 
yield generalizable knowledge about the 
subjects' disorder or condition which is of 
vital importance for the understanding or 
amelioration of the subjects' disorder or 
condition; and 

(d) Adequate provisions are made for solicit-
ing assent of the children and permission of 
their parents or guardians, as set forth in 
§46.408. 

§46.407 Research not otherwise approv-
able which presents an opportunity 
to understand, prevent, or alleviate a 
serious problem affecting the health 
or welfare of children. 

HHS will conduct or fund research that the 
IRB does not believe meets the require-
ments of §46.404, §46.405, or §46.406 only 
if: 

(a) the IRB finds that the research presents a 
reasonable opportunity to further the under-
standing, prevention, or alleviation of a seri-
ous problem affecting the health or welfare 
of children; and 

(b) the Secretary, after consultation with a 
panel of experts in pertinent disciplines (for 
example: science, medicine, education, eth-
ics, law) and following opportunity for pub-
lic review and comment, has determined 
either: 

(1) that the research in fact satisfies the con-
ditions of §46.404, §46.405, or §46.406, as 
applicable, or (2) the following: 

 

(i) the research presents a reasonable oppor-
tunity to further the understanding, preven-
tion, or alleviation of a serious problem af-
fecting the health or welfare of children; 

(ii) the research will be conducted in accor-
dance with sound ethical principles; 

(iii) adequate provisions are made for solicit-
ing the assent of children and the permission 
of their parents or guardians, as set forth in 
§46.408. 

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

(a) In addition to the determinations re-
quired under other applicable sections of 
this subpart, the IRB shall determine that 
adequate provisions are made for soliciting 
the assent of the children, when in the judg-
ment of the IRB the children are capable of 
providing assent. In determining whether 
children are capable of assenting, the IRB 
shall take into account the ages, maturity, 
and psychological state of the children in-
volved. This judgment may be made for all 
children to be involved in research under a 
particular protocol, or for each child, as the 
IRB deems appropriate. If the IRB deter-
mines that the capability of some or all of 
the children is so limited that they cannot 
reasonably be consulted or that the interven-
tion or procedure involved in the research 
holds out a prospect of direct benefit that is 
important to the health or well-being of the 
children and is available only in the context 
of the research, the assent of the children is 
not a necessary condition for proceeding 
with the research. Even where the IRB de-
termines that the subjects are capable of 
assenting, the IRB may still waive the assent 
requirement under circumstances in which 
consent may be waived in accord with 
§46.116 of Subpart A. 

(b) In addition to the determinations re-
quired under other applicable sections of 
this subpart, the IRB shall determine, in 
accordance with and to the extent that con-
sent is required by §46.116 of Subpart A, 
that adequate provisions are made for solic-
iting the permission of each child's parents 
or guardian. Where parental permission is to 
be obtained, the IRB may find that the per-
mission of one parent is sufficient for re-
search to be conducted under §46.404 or 
§46.405. Where research is covered by 
§§46.406 and 46.407 and permission is to be 
obtained from parents, both parents must 
give their permission unless one parent is 
deceased, unknown, incompetent, or not 

reasonably available, or when only one par-
ent has legal responsibility for the care and 
custody of the child. 

(c) In addition to the provisions for waiver 
contained in §46.116 of subpart A, if the 
IRB determines that a research protocol is 
designed for conditions or for a subject 
population for which parental or guardian 
permission is not a reasonable requirement 
to protect the subjects (for example, ne-
glected or abused children), it may waive the 
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Subpart E  

Registration of Institutional Re-
view Boards 
Source: 74 FR 2399, January 15, 2009, unless otherwise 
noted. 

§46.501  What IRBs must be registered? 

Each IRB that is designated by an institution 
under an assurance of compliance approved 
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