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§46.504   How must an IRB be registered?
§46.505   When must IRB registration information be renewed or updated?

A��������: 5 U.S.C. 301; 42 U.S.C. 289(a); 42 U.S.C. 300v-1(b).

E�������� N���: The Department of Health and Human Services issued a notice of waiver regarding the
requirements set forth in part 46, relating to protection of human subjects, as they pertain to demonstration
projects, approved under section 1115 of the Social Security Act, which test the use of cost—sharing, such as
deductibles, copayment and co s  nt andtep ademoialndhe
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(f) This policy does not affect any state or local laws or regulations (including tribal law
passe







8/27/2020 Electronic Code of Federal Regulations (eCFR)

https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#sp45.… 7/43

(ii) Obtains, uses, studies, analyzes, or generates identifiable private information or
identifiable biospecimens.

(2) Intervention includes both physical procedures by which information or biospecimens
are gathered (e.g., venipuncture) and manipulations of the subject or the subject's
environment that are performed for research purposes.

(3) Interaction includes communication or interpersonal contact between investigator and
subject.

(4) Private information includes information about behavior that occurs in a context in
which an individual can reasonably expect that no observation or recording is taking place,
and information that has been provided for specific purposes by an individual and that the
individual can reasonably expect will not be made public (e.g., a medical record).

(5) Identifiable private information is private information for which the identity of the
subject is or may readily be ascertained by the investigator or associated with the
information.

(6) An identifiable biospecimen is a biospecimen for which the identity of the subject is or
may readily be ascertained by the investigator or associated with the biospecimen.

(7) Federal departments or agencies implementing this policy shall:

(i) Upon consultation with appropriate experts (including experts in data matching and
re-identification), reexamine the meaning of “identifiable private information,” as defined in
paragraph (e)(5) of this section, and “identifiable biospecimen,” as defined in paragraph (e)
(6) of this section. This reexamination shall take place within 1 year and regularly thereafter
(at least every 4 years). This process will be conducted by collaboration among the Federal
departments and agencies implementing this policy. If appropriate and permitted by law, such
Federal departments and agencies may alter the interpretation of these terms, including
through the use of guidance.

(ii) Upon consultation with appropriate experts, assess whether there are analytic
technologies or techniques that should be considered by investigators to generate
“identifiable private information,” as defined in paragraph (e)(5) of this section, or an
“identifiable biospecimen,” as defined in paragraph (e)(6) of this section. This assessment
shall take place within 1 year and regularly thereafter (at least every 4 years). This process
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setting during the course of an event or crisis that threatens public health (including natural or
man-made disasters).

(3) Collection and analysis of information, biospecimens, or records by or for a criminal
justice agency for activities authorized by law or court order solely for criminal justice or
criminal investigative purposes.

(4) Authorized operational activities (as determined by each agency) in support of
intell
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(1) Research, conducted in established or commonly accepted educational settings, that
specifically involves normal educational practices that are not likely to adversely impact
students' opportunity to learn required educational content or the assessment of educators
who provide instruction. This includes most research on regular and special education
instructional strategies, and research on the effectiveness of or the comparison among
instructional techniques, curricula, or classroom management methods.

(2) Research that only includes interactions involving educational tests (cognitive,
diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation
of public behavior (including visual or auditory recording) if at least one of the following
criteria is met:

(i) The information obtained is recorded by the investigator in such a manner that the
identity of the human subjects cannot readily be ascertained, directly or through identifiers
linked to the subjects;

(ii) Any disclosure of the human subjects' responses outside the research would not
reasonably place the subjects at risk of criminal or civil liability or be damaging to the
subjects' financial standing, employability, educational advancement, or reputation; or

(iii) The information obtained is recorded by the investigator in such a manner that the
identity of the human subjects can readily be ascertained, directly or through identifiers linked
to the subjects, and an IRB conducts a limited IRB review to make the determination required
by §46.111(a)(7).

(3)(i) Research involving benign behavioral interventions in conjunction with the
collection of information from an adult subject through verbal or w formbal ccmbal cal cal cal cl erstr t: f aanal ugh verbaudir
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licenses sufficient to describe each member's chief anticipated contributions to IRB
deliberations; and any employment or other relationship between each member and the
institution, for example, full-time employee, part-time employee, member of governing panel
or board, stockholder, paid or unpaid consultant;

(3) Establish and follow written procedures for:

(i) Conducting its initial and continuing review of research and for reporting its findings
and actions to the investigator and the institution;

(ii) Determining which projects require review more often than annually and which
projects need verification from sources other than the investigators that no material changes
have occurred since previous IRB review; and

(iii) Ensuring prompt reporting to the IRB of proposed changes in a research activity, and
for ensuring that investigators will conduct the research activity in accordance with the terms
of the IRB approval until any proposed changes have been reviewed and approved by the
IRB, except when necessary to eliminate apparent immediate hazards to the subject.

(4) Establish and follow written procedures for ensuring prompt reporting to the IRB;
appropriate institutional officials; the department or agency head; and the Office for Human
Research Protections, HHS, or any successor office, or the equivalent office within the
appropriate Federal department or agency of

(i) Any unanticipated problems involving risks to subjects or others or any serious or
continuing noncompliance with this policy or the requirements or determinations of the IRB;
and

(ii) Any suspension or termination of IRB approval.

(b) Except when an expedited review procedure is used (as described in §46.110), an
IRB must 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 approved, it shall receive the approval
of a majority of those members present at the meeting.

(Approved by the Office of Management and Budget under Control Number 0990-0260)

 Back to Top

§46.109   IRB review of research.

(a) An IRB shall review and have authority to approve, require modifications in (to secure
approval), or disapprove all research activities covered by this policy, including exempt
research activities under §46.104 for which limited IRB review is a condition of exemption
(under §46.104(d)(2)(iii), (d)(3)(i)(C), and (d)(7), and (8)).

(b) An IRB shall require that information given to subjects (or legally authorized
representatives when appropriate) as part of informed consent is in accordance with
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amend it, as appropriate, after consultation with other federal departments and agencies and
after publication in the F������ R������� for public comment. A copy of the list is available
from the Office for Human Research Protections, HHS, or any successor office.

(b)(1) An IRB may use the expedited review procedure to review the following:

(i) Some or all of the research appearing on the list described in paragraph (a) of this
section, unless the reviewer determines that the study involves more than minimal risk;

(ii) Minor changes in previously approved research during the period for which approval
is authorized; or

(iii) Research for which limited IRB review is a condition of exemption under §46.104(d)
(2)(iii), (d)(3)(i)(C), and (d)(7) and (8).

(2) Under an expedited review procedure, the review may be carried out by the IRB
chairperson or by one or more experienced reviewers designated by the chairperson from
among members of the IRB. In reviewing the research, the reviewers may exercise all of the
authorities of the IRB except that the reviewers may not disapprove the research. A research
activity may be disapproved only after review in accordance with the nonexpedited procedure
set forth in §46.108(b).

(c) Each IRB that uses an expedited review procedure shall adopt a method for keeping
all members advised of research proposals that have been approved under the procedure.

(d) The department or agency head may restrict, suspend, terminate, or choose not to
authorize an institution's or IRB's use of the expedited review procedure.

 Back to Top

§46.111   Criteria for IRB approval of research.

(a) In order to approve research covered by this policy the IRB shall determine that all of
the following requirements are satisfied:

(1) Risks to subjects are minimized:

(i) By using procedures that are consistent with sound research design and that do not
unnecessarily expose subjects to risk, and

(ii) Whenever appropriate, by using procedures already being performed on the subjects
for diagnostic or treatment purposes.

(2) Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects,
and the importance of the knowledge that may reasonably be expected to result. In
evaluating risks and benefits, the IRB should consider only those risks and benefits that may
result from the research (as distinguished from risks and benefits of therapies subjects would
receive even if not participating in the research). The IRB should not consider possible long-
range effects of applying knowledge gained in the research (e g the possible effects of the
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range effects of applying knowledge gained in the research (e.g., the possible effects of the
research on public policy) as among those research risks that fall within the purview of its
responsibility.

(3) Selection of subjects is equitable. In making this assessment the IRB should take into
account the purposes of the research and the setting in which the research will be
conduc
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 Back to Top

§46.115   IRB records.

(a) An institution, or when appropriate an IRB, shall prepare and maintain adequate
documentation of IRB activities, including the following:

(1) Copies of all research proposals reviewed, scientific evaluations, if any, that
accompany the proposals, approved sample consent forms, progress reports submitted by
investigators, and reports of injuries to subjects.

(2) Minutes of IRB meetings, which shall be in sufficient detail to show attendance at the
meetings; actions taken by the IRB; the vote on these actions including the number of
members voting for, against, and abstaining; the basis for requiring changes in or
disapproving research; and a written summary of the discussion of controverted issues and
their resolution.

(3) Records of continuing review activities, including the rationale for conducting
continuing review of research that otherwise would not require continuing review as
described in §46.109(f)(1).

(4) Copies of all correspondence between the IRB and the investigators.

(5) A list of IRB members in the same detail as described in §46.108(a)(2).

(6) Written procedures for the IRB in the same detail as described in §46.108(a)(3) and
(4).

(7) Statements of significant new findings provided to subjects, as required by
§46.116(c)(5).

(8) The rationale for an expedited reviewer's determination under §46.110(b)(1)(i) that
research appearing on the expedited review list described in §46.110(a) is more than minimal
risk.

(9) Documentation specifying the responsibilities that an institution and an organization
operating an IRB each will undertake to ensure compliance with the requirements of this
policy, as described in §46.103(e).

(b) The records required by this policy shall be retained for at least 3 years, and records
relating to research that is conducted shall be retained for at least 3 years after completion of
the research. The institution or IRB may maintain the records in printed form, or
electronically. All records shall be accessible for inspection and copying by authorized
representatives of the Federal department or agency at reasonable times and in a
reasonable manne re r ne
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(b) Basic elements of informed consent. Except as provided in paragraph (d), (e), or (f)
of this section, in seeking informed consent the following information shall be provided to
each subject or the legally authorized representative:

(1) A statement that the study involves research, an explanation of the purposes of the
research and the expected duration of the subject's participation, a description of the
procedures to be followed, and identification of any procedures that are experimental;

(2) A description of any reasonably foreseeable risks or discomforts to the subject;

(3) A description of any benefits to the subject or to others that may reasonably be
expected from the research;

(4) A disclosure of appropriate alternative procedures or courses of treatment, if any, that
might be advantageous to the subject;

(5) A statement describing the extent, if any, to which confidentiality of records
identifying the subject will be maintained;

(6) For research involving more than minimal risk, an explanation as to whether any
compensation and an explanation as to whether any medical treatments are available if injury
occurs and, if so, what they consist of, or where further information may be obtained;

(7) An explanation of whom to contact for answers to pertinent questions about the
research and research subjects' rights, and whom to contact in the event of a research-
related injury to the subject;

(8) A statement that participation is voluntary, refusal to participate will involve no penalty
or loss of benefits to which the subject is otherwise entitled, and the subject may discontinue
participation at any time without penalty or os s  othe aoco  tt
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(1) A statement that the particular treatment or procedure may involve risks to the
subject (or to the embryo or fetus, if the subject is or may become pregnant) that are
currently unforeseeable;

(2) Anticipated circumstances under which the subject's participation may be terminated
by the investigator without regard to the subject's or the legally authorized representative's
consent;

(3) Any additional costs to the subject that may result from participation in the research;

(4) The consequences of a subject's decision to withdraw from the research and
procedures for orderly termination of participation by the subject;

(5) A statement that significant new findings developed during the course of the research
that may relate to the subject's willingness to continue participation will be provided to the
subject;

(6) The approximate number of subjects involved in the study;

(7) A statement that the subject's biospecimens (even if identifiers are removed) may be
used for commercial profit and whether the subject will or will not share in this commercial
profit;

(8) A statement regarding whether clinically relevant research results, including
individual research results, will be disclosed to subjects, and if so, under what conditions; and

(9) For research involving biospecimens, whether the research will (if known) or might
include whole genome sequencing (i.e., sequencing of a human germline or somatic
specimen with the intent to generate the genome or exome sequence of that specimen).

(d) Elements of broad consent for the storage, maintenance, and secondary research
use of identifiable private information or identifiable biospecimens. Broad consent for the
storage, maintenance, and secondary research use of identifiable private information or
identifiable biospecimens (collected for either research studies other than the proposed
research or un , maint r na adwnthiosfo evaantersveicinftemamoed te the infoaano ce deedseedlementmatMm rne ense(9, an] a n) of thid smati.
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involved within the period of support, but definite plans would not normally be set forth in the
application or proposal. These include activities such as institutional type grants when
selection of specific projects is the institution's responsibility; research training grants in
which the activities involving subjects remain to be selected; and projects in which human
subjects' involvement will depend upon completion of instruments, prior animal studies, or
purification of compounds. Except for research waived under §46.101(i) or exempted under
§46.104, no human subjects may be involved in any project supported by these awards until
the project has been reviewed and approved by the IRB, as provided in this policy, and
certification submitted, by the institution, to the Federal department or agency component
supporting the research.

 Back to Top

§46.119   Research undertaken without the intention of involving human subjects.

Except for research waived under §46.101(i) or exempted under §46.104, 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 Federal department or agency component supporting the research, and final approval
given to the proposed change by the Federal department or agency component.

 Back to Top

§46.120   Evaluation and disposition of applications and proposals for research to be
conducted or supported by a Federal department or agency.

(a) The department or agency head will evaluate all applications and proposals involving
human subjects submitted to the Federal department or agency through such officers and
employees of the Federal department or agency and such experts and consultants as the
department 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 department or agency head may approve or
disapprove the application or proposal, or enter into negotiations to develop an approvable
one.

 Back to Top

§46.121   [Reserved]

 Back to Top

§46.122   Use of Federal funds.
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(i) Individuals engaged in the research will have no part in any decisions as to the timing,
method, or procedures used to terminate a pregnancy; and

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

 Back to Top

§46.205   Research involving neonates.

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

(1) Where scientifically appropriate, preclinical and clinical studies have been conducted
and provide data for assessing potential risks to neonates.

(2) Each individual providing consent under paragraph (b)(2) or (c)(5) of this section is
fully informed regarding the reasonably foreseeable impact of the research on the neonate.

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

(4) The requirements of paragraph (b) or (c) of this section have been met as applicable.

(b) Neonates of uncertain viability. Until it has been ascertained whether or not a
neonate is viable, a neonate may not be involved in research covered by this subpart unless
the following additional conditions are met:

(1) The IRB determines that:

(i) The research holds out the prospect of enhancing the probability of survival of the
neonate to the point of viability, and any risk is the least possible for achieving that objective,
or

(ii) The purpose of the research is the development of important biomedical kno bo Top
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( ) y ;
(2) The research will not terminate the heartbeat or respiration of the neonate;

(3) There will be no added risk to the neonate resulting from the research;

(4) The purpose of the research is the development of important biomedical knowledge
that cannot be obtained by other means; and

(5) The legally effective informed consent of both parents of the neonate is obtained in
accord with subpart A of this part, except that the waiver and alteration provisions of
§46.116(c) and (d) do not apply. Howev
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(b) The Secretary, after consultation with a panel of experts in pertinent disciplines (for
example: science, medicine, ethics, law) and following opportunity for public review and
comment, including a public meeting announced in the F������ R�������, has determined
either:

(1) That the research in fact satisfies the conditions of §46.204, as applicable; or

(2) The following:

(i) The research presents a reasonable opportunity to further the understanding,
prevention, or alleviation of a serious problem affecting the health or welfare of pregnant
women, fetuses or neonates;

(ii) The research will be conducted in accord with sound ethical principles; and

(iii) Informed consent will be obtained in accord with the informed consent provisions of
subpart A and other applicable subparts of this part.

 Back to Top

Subpart C—Additional Protections Pertaining to Biomedical and
Behavioral Research Involving Prisoners as Subjects

S�����: 43 FR 53655, Nov. 16, 1978, unless otherwise noted.

 Back to Top

§46.301   Applicability.

(a) The regulations in this subpart are applicable to all biomedical and behavioral
research conducted or supported by the Department of Health and Human Services involving
prisoners as subjects.

(b) Nothing in this subpart shall be construed as indicating that compliance with the
procedures set forth herein will authorize research involving prisoners as subjects, to the
extent such research is limited or barred by applicable State or local law.

(c) The requirements of this subpart are in addition to those imposed under the other
subparts of this part.

 Back to Top

§46.302   Purpose.

Inasmuch as prisoners may be under constraints because of their incarceration which
could affect their ability to make a truly voluntary and uncoerced decision whether or not to
participate as subjects in research, it is the purpose of this subpart to provide additional
safeguards for the protection of prisoners involved in activities to which this subpart is
applicable.
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§46.303   Definitions.

As used in this subpart:

(a) Secretary means the Secretary of Health and Human Services and any other officer
or employee of the Department of Health and Human Services to whom authority has been
delegated.

(b) DHHS means the Department of Health and Human Services.

(c) Prisoner means any individual involuntarily confined or detained in a penal institution.
The term is intended to encompass individuals sentenced to such an institution under a
criminal or civil statute, individuals detained in other facilities b Federal Reguidui ti  ffofit  tio to ci pana ent of s  ud ietathas dans  dua fth vi l ond to w ltyned inni  d chon un deedd tr
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(1) The research under review represents one of the categories of research permissible
under §46.306(a)(2);

(2) Any possible advantages accruing to the prisoner through his or her participation in
the research, when 
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(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 interview
procedures or observations of public behavior does not apply to research covered by this
subpart, except for research 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 subpart.

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

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