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Assurin%compliance with this policy--research conducted or supported by any
Federal Department or Agency.

[Reserved]

IRB membership.
IRB functions and operations.
IRB review of research.

Expedited review procedures_for certain kinds of research involving no more
than minimal risk, and for minor changes in approved research.

Criteria for IRB approval of research.

Review by institution.

Suspension or termination of IRB approval of research.
Cooperative research.

IRB records.

General requirements for informed consent.
Documentation of informed consent.

éptg)_lieccz%gions and proposals lacking definite plans for involvement of human
] :

Research undertaken without the intention of involving human subjects.

http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.htmi 2/6/2014



Page 3 of 33

40120 conductod or Supporiad by % PBBeral BepA tmBne Ry Agendy! ocarch to be
46.121 [Reserved]

46.122 Use of Federal funds.

46.123 Early termination of research support: Evaluation of applications and proposals.
46.124 Conditions.

Subpart B-- Additional Protections for Pregnant Women, Human Fetuses and

Neonates Involved in Researc

Sec.

46.201 To what do these regulations apply?

46.202 Definitions.

46.203 Egc'giﬁgtgglRBs in connection with research involving pregnant women, fetuses, and
46.204 Research involving pregnant women or fetuses.

46.205 Research involving neonates.

46.206 Research involving, after delivery, the placenta, the dead fetus or fetal material.
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Research not otherwise approvable which presents an op ortunitY to understand,
prevent, or alleviate a serious problem affecting the health or welfare of pregnant
women, fetuses, or neonates.

Additignal Protections Pertaining to Biomedical and Behavioral Research
Involving Prisoners as Subjects

Applicability.

Purpose.

Definitions.

Composition of Institutional Review Boards where prisoners are involved.
Additional duties of the Institutional Review Boards where prisoners are involved.

Permitted research involving prisoners.

Additional Protections for Children Involved as Subjects in Research

To what do these regulations apply?

Definitions.
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IRB duties.
Research not involving greater than minimal risk.

Research involving 8reater than minimal risk but presenting the prospect of direct
benefit to the individual subjects.

Research involvin reater than minimal risk and ng r|g|>ros ect of direct benefit to
individual subject ut likely to yield generalizable k ge about the subject's
disorder or condltlon

Research not otherwise aipgrovable which gresents an op ortunlt to understand,
prevent, or alleviate a serious problem affecting the health or welfare of children.

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

Wards.

Registration of Institutional Review Boards

What IRBs must be registered?

What information must be provided when registering an IRB?
When must an IRB be registered?

How must an IRB be registered?

When must IRB reaistration information be renewed or upndated?
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Authority: 5 U.S.C. 301; 42 U.S.C. 289(a).

Editorial Note: The Department of Health and Human Services issued a notlce of waiver regarding
the requirements set forth in part 46, re lating to rotectlon of human subjects, as the pertain to
demonstration gro ects, apgr ved under section 1115 of the Social Securi ¥|Act which test the
use of cost--shari such as_deductibles, copayment and coinsurance, in the Medicaid program.
For further |nforma lon see 47 FR 9208, Mar. 4, 1982.

*x Xx *

Subpart A Basic HHS Policy for Protection of Human Research Subjects
[Authority:5 U.S.C. 301; 42 U.S.C. 289(a); 42 U.S.C. 300v-1(b).
Source:56 FR 28012, 28022, June 18, 1991, unless otherwise noted.

846.101 To what does this policy apply?

a) Except as provided mg ragra (s ) of this section, this policy ap{)lles to aII research

volving human subjects con ct d, g Qrted or otherwise subject to re ion Y federal
department or agency which ta es appr |ate a m|n|strat|ve action to ma e t e po CY pplicable
to such research: This includes research conducted g federal C|V|I|an emp oglees or mifitar
personnel exce t that each department or agency héad may adopt such edural modlf cations
as ma lprlate from an administrativ standpomt It aIso ncludes research conducted,
supP ted or ot erwise subject to regulation by the federal government outside the United
ates.

(1) Research that is conducted or supported by a federal department or agency, whether or not it
IS |)egulated as defined In §46 10 2, ompK/ with aI?sectl?ons of this pcﬂlcy Y
%28 Research that IS ne|ther conduct or suprﬁorted by a federal department or agency but is
ect to regu at|on as defined in 8§46 1 ust b eV|ewed and proved, in compliance
§ and 846.107 hrou 46 117 of this |cx1 ny an institutional review
boar IRB) that operates in accordan ce wi e pertinent requirements of this policy.

(b) Unless otherwise required hy department or agency heads, research activities in which the
1c:3rr(1)lr3r/1 |{1r\]/|gl\6e)mce/nt of human subjects will be in one or more of the following categories are exempt

(1 Research conducted in establlshed or commonly accepted educational settings, mvolvmg
normal e ucatlonal ractlces such as ? research on regular and special education’ instructional
strategies, or (ii arch on the effectiveness of or the_’comparison among instructional
techniques, cu cula or classroom management methods.

Research involving the use of educational tests (cognltlve dlag[nostlc aptltude
|evement) survey procedures, interview procedures or observation of public behavior, unless:
8? information obtained Js recorded in such a manner that_ human sub ects can be identified,
rectly or through identifiers linked to the subjects; and (ii) any disclosure of the human
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s_ublie_cts_' responses outside the research could reasonably place the subjects at risk of criminal or
civil liability or be damaging to the subjects' financial standing, employabnility, or reputation.

(3). Research involving the use of educational tests (cognitive, diagnostic, aptitude, _ _
achievement), survey procedures, interview proceduyres, or observation of public behavior that is
not exempt under paragraph (b)(2) of this section, Iif: . _ _ _
1). the human subjects are elected or appointed public officials or candidates for public office; or
fe_?leral s_tatutegs) requlregs) without exception that the confid ntlallt%/ of the personally
idéntifiable information will be maintained throughout the research and thereafter.

4‘2 Research m_volvmg_ the collection or study of existing data, documents, records, pathological
specimens, or diagnostic specimens, if these 'sources ar. éoubllcly available or if the information is
recorded by the investigator in such a manner that subjects cannot be identified, directly or
through idéntifiers linked to the subjects.

CFS Research and demonstration projects which are conducted by or subject to the approval of
lepartment or agency heads, and which_are designed to study, evaluate, or otherwise examine:
1) Public benefit gr_sérvice Pro rams; (ii) procedures for obtdining benefits or services under |
ose programs; (iii) possible changes in”or alternatives to those grograms or procedures; orn(]lv)
possible changes in ‘methods or levels of payment for benefits or services under those programs:

(6?1 Taste and food quality evaluation and consumer acceptance studies, (i) if wholesome foods
without additives are consumed or (ii) If a food Is consumed that contains a fqod ingredient at or
below the level and for a use found to be safe, or agricultural chemical or environmental
contaminant at or below the level found to be safe, by the Food and Drug Administration Qr
aﬁgroved by the Environmental Protection Agency or the Food Safety and Inspection Service of
the U.S. Department of Agriculture.

c) Department or agency heads retain final judgment as to whether a particular activity is
covered by this policy.

d) De;ra]artme_n_t or agency heads may require that specific research activities or classes of

research activities conducted, sugpor ed, or otherwise subject to regulation bﬁ' the department or
?tggnpc ”kg)lljt not otherwise covered by this policy, comply with some 0or all of the requirements of

VSe) Comgli_ance with this policy requires compliance with pertinent federal laws or regulations
hich provide additional protections for human subjects.

(f) This policy does not affect any state or local laws or regulations which may otherwise be
applicable and which provide additional protections for human subjects.

(9) This Iﬁ)olicy does not affect ang/ foreign laws or regou_lations which may otherwise be applicable
and which provide additional protéections to human subjects of research.

[owed in the foreign countries to protect human subjects may differ. from those set forth in this
olicy. [An . example’s a forejgn institution which camplies with guidelines consistent with the
orld Medical Assembly Declaration (Declaration of Helsinki amended 1989) issued either b
sovereign states or by an organization whose function for the protection of human research
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subjects is internationally recognlzed.;l_ In these circumstances, if a department or agency head
determines that the procedures prescribed by the institution afford protections that are at least
equivalent to those provided in this po_llc¥, the_department or agency head mary approve the
substitution of the foreign procedures in lieu of the I;:groced_ural reguifem ntsg ovided in this
Rollc(:]y. Except when otherwise required by statute, Executive Order, or the department or agency

ead, notices gof these actions as they occur will be published in the FEDERAL REGISTER or will be
otherwise published as provided in department or agency procedures.

%) Unless otherwise required b¥ C _
some or all of the provisions of this policy to specific research activities or classes o
activities otherwise covered by this policy. Except when otherwise required by statute or
Executive Order, the department or agency head shall forward advance notices of these actigons to
the Office for Human Research Protec |o_n?1, Department of Health and Human Services (HHS), or
any successor office, and shall also publish them in the FEDERAL REGISTER or in such other

manner as provided in department or agency procedures.1

law, department or agency heads may waive the arplpeljsceaabriclsiﬁy of

Institutions with HHS—a?proved assurances on file will abide by provisions of Title 45 CFR part
A-D. Some of the other departments and agencies have mcorgorated all provisions of
part 46 into their policies and procedures as well. However, the exemptions at 45
1 do not apply to research mvolvmg[ risoners, subpart C. The exemption at 45 CFR
1(b)(2), for research mvolvmgg1 su_rveg Qr interview procedures or observation, ofc|)oubllc
r,”does not apply to research with children, subpart D, exce?_t for research iny _I\_/|ng13 _
servatjons of public behavior when the investigator(s) do not participate in the activities being

56 FR 28012, 28022, June 18, 1991; 56 FR 29756, June 28, 1991, as amended at70 FR 36328,
une 23, 2005]

846.102 Definitions.

&ar? De?artment or agency head means the head of any federal department or agencc}/ and aray
other officer or employee of any department or agency to whom authority has been delegated.

a(gtj) nlcn(sa’gitution means any public or private entity or agency (including federal, state, and other
ies).

(r% Legall}{ authorized representative means an individual orgudicial or other. body authorized .
under applicable law to consent on behalf of a prospective subject to the subject's participation in
the procedure(s) involved in the research.

(d). Research means a systematic mvest_ll%;atlon, including research development, testing and
evaluation, designed to develop or contribute to generalizable knowledge. Activities which meet
this definition constitute research for purposes of this pollc%/, whether or not the¥ are conducted
or supé)orted under a program which is considered research for other purposes. tor example,
some demonstration and service programs may Include research activities.
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e) Research subj ect to requlatlon and similar terms are intended to encom ass those research
activities for which a federal de artment or agency has speC|f|c responsibil IrrY for reg u lating as a
research activity, (for exam Ie Investigational New Drug uirements ad n|stere by t e Food
Admlnlstratlon does not Include resear h a t|v ities which are mmdentallg re ulated
g ra egartment or agency solely as part of t e artment’'s or agency's b
r slponS| [ |tg ulate certain ta/,oes o) act|V|t|es w et er research or non-research |n nature
examplé, Wage and Hour requirements administered by the Department of Labor).

gf ) Human subject means a living individual about whom an investigator (whether professional or
student) conducting research obtains

1 Data through intervention or interaction with the individual, or
Identifiable private information.

Interventlonlncludes both thsmal procedures by which data are gathered (for example
venipuncture) and manipulations of the subject or the subject's environment that are performed
for research purposes. Interactlon includes Cammunication or interpersonal contact between
investigator and subject. Private |nformat|on includes information about behavior that occurs in a
context in which an_individual can reasona bly expect that no observatjon or recording is taking

lace, and information which has been Prowde for speC|f|c purposes by an individual and which
he individual can reasonably expect will not b e publlc (for example, a medical record).
Private information must be individuall |dent|f|able the identity of the subject is or mdy
readily be ascertained by the |nvest|%a or or associa ed ‘with the |nformat|on) in“order for
obtaining the |nformat|on to constitute research involving human subjects.

(g) IRB means an |nst|tut|onal review board established in accord with and for the purposes
eXpressed In this policy.

r%h) IRB approval means the _determination of the IRB that the research ha
be conducted at an institution within the constraints set fort h by the |
Institutional and federal requirements.

ﬂ ) Minimal rlsk means that the probablllt?(nand ma%nltude of harm or discomfort anticipated in
t e research are not greater in and of thefselves than those ordinarily encountered in daily life or
during the performance of routine physical or psychological examinations or tests.

J) Certification means the off|C|aI notification by the |nst|tut|on to the supporting department or
agency, in accordance with eIO uirements of 't ol |cg E) at a research project or activity
Involving human subjects has reviewe and ap rovéd by an IRB in accordance with an
approved assurance.

846.103 Assuring compliance with this policy -- researchconducted or supported by
any Federal Department or Agency.

(a) Each |nst|tut|on engaged in research WhICh |s covered by this policy and which is conducted or
supported by a federal egda Lment or agenc prowde written assdrance satisfactory to the
department Qr agency that it will coméJ W|t the requirements set forth in this policy. In
lieu of requiring ubmlssmn of an assurance, individual department or agency heads shall accept

s been reviewed and
RB and by other
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the existence of a current assurance, apprOéJrlate 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—apJ[c;r_ove_d assurance Is accepted.in
lieu of reaumn submission of an assurance, repqrts (except certification) required br?{' thi gollcy
to be made to department and agency heads shall also be made to the Office for Hurman Research
Protections, HHS, or any successor office.

rgbz Departments and agencies will conduct or, support research covered by this p_OlIC%/ only if the
institution has an assurance approved as provided 'in this section, and only if the institution has
certified to the department or agency head that the research has been reviewed and alggroved by
an IRB provided tor In the assurance, and will be subject to contlnumﬁ review by the IRB.
Assurances applicable to federally supported or conducted research shall at a minimum include:

(1) A statement of principles governing the institution in the discharge of its responsibilities for
Prot_ect_m% the rights and welfare of human subfects of research conducted at or sponsored by the
nstitution, regardless of whether the research is subject to Federal regulation. This may include
an a%pro riate existing caode, declaration, or statement of ethical principles, or a statement
formulated by the institution itself. This requirement does not preempt provisions of this polic
a(g)pllcable to department- or agency-supported or re%ulated research and need not be applicable
to any research exempted or waived under 846.101(D) or (i)

(2) Designation of one or. more IRBs established in accordance with the requir?ments of this
PO“Q , and for which provisigns are made for meeting space and sufficient staff to support the
RB'S review and recordkeeping duties.

|§t3c)l) A list of IRB members identified by nhame; earned degrees; representative ca athE;
indications of experience such as board certifications, licenses, etc., sufficient to describe each
member's_chief anticipated contributions to IRB deliberations; and aniy 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,rpald or ungal consultant.
Ch%nges in IRB.membership shall be reported to the department or agency head, unless in accord
with 846.103(a) of this pollcry the existence of an HHS-approved assurance is accepted. In this
case, change In IRB mempbership shall be reported to the Office for Human Research Protections,
HHS, or any successor office.

42 Written procedures which the IRB will follow. (R for conducting its initial and continuing review
of fesearch and for reporting its findings and actions to the invest (Igator and the institution; (i) for
determining_which projects require review more often than annually and which projects nee
verification from sources other than the investigators that no material changes have occurred
since previous IRB review; and (iil) for ensurlnc%prompt re_portln? to the IRB of proposed changes
In a research activity, and for ensuring that such changes in_approved research, during the period
for which IRB aPR/roval has alreadty been given, may not be injtiated without IRB review an
approval except when necessary to eliminate apparent immediate hazards to the subject.

§5_ Written procedures for ensuring prompt rePo_rtlng to the IRB, appropriate institutional,
officials, and the department or agency head ot (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.
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(c) The assurance shall be executed by an individual authorized to act for the institution and to
assume on behalf of the institution the obligations imposed by this policy and shall be filed in such
form and manner as the department or agency head prescribes.

(d) The department Qr. agen 31 head will evaluate all assurances submitted |n accordance with this
polic throu% such o flcers and employees of the department or agnencg and such experts or
cons Itants en ed for this p urpose as the department or agenc determines to be
approprlate The department or agency head's evaluation wil take into consideration the

acy of the proposed IRB.In light of the anticipated scope of the |nst|tut|on S research
act|V|t|es and the types of subj ect populatlons likely to be involved Ip riateness aof the
pro osed Initjial and continuing review procedures in light of the probable , and the size and

plexity of the institution.

) On the basis of this evaluation, the de gartment or agency head may _approve or disapprove
e assurance or enter |nto ne ot|at|ons to develop an a(p provable one.” The department or
ency head may limit the period during which any particular approved assurance or class of
proved assurances shall ma|n effective or othérwise condition or restrict approval.

(f) Certification is required when the research_is sup orted b a federal department or agency
and not otherwise exem ted or waived under 846.101(b An institution with an approvéed
assurance shaII certify that each application or proposal or re earch covered by the assurance

%/ anf this PoI|c has been reviewed and approved by the IRB. Suc certlflcatlon must
be su mltted W|t he ag at|on or praoposal or by such later date as mad Iprescrl d by the
artment or agencg which the anOpllcatlon or rotposal IS submitted. Under no condjtion shall
by 846.10 or ed

re earch covere 3 of the licy be su rior to receipt of the certification that

the research has been reviewed and ap rove 2 . Institutions without an approved

assurance caovering the research shall certl Wlt |n 3 s after receipt of a request for such a

certlflcatlon from the department or agenc hat th R catlon or proposal has been approved
If the certification is not submi ted W|th| ese time limits, the application or

proposal may be returned to the institution.
(Approved by the Office of Management and Budget under Control Number 0990-0260.)

56 FR 28012, 28022, June 18, 1991; 56 FR 29756, June 28, 1991, as amended at 70 FR 36328,
une 23, 2005]

8846.104--46.106 [Reserved]
846.107 IRB membership.

gaa Each IRB shall have at least five. members, with varying backgrounds to promote com lete

and adequate review of research activities commonly conducted by the institution. The | shall
be suff|C|entIy quallfled through the experlence and expertise of its members, and the dlverS|t of
the members, Inc udln% consideration of race, %en er, and cultural backgrounds and sensﬂmtg
such Issues as commu attitudes, to promote respect or its adV|ce and counsel in safeguardin
the rights and welfare of uman subj ects In add |t|on to s%ssm the professional competence
necessary to review specific research activities, the IRB shal e to ascertain the acceptability
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of proposed research in terms of institutional commitments and reqzulatl_ons, applicable law, and
standards of professional conduct and practice. The IRB shall theretore include persons
knowledgeable In these areas. If an IRB regularly reviews research that involves a vulnerable
catego%/ of subjects, such as chlldr?n, risoners; %regnant_women, or handicapped or mentallg
disabled persons, consideration shall be given to the Inclusion of one or more individuals who are
knowledgeable about and experienced in"working with these subjects.

gl)l) Every nondiscriminatory effort will be made to ensure that no IRB consists entirely of men or
enhtirely of women, including the institution's consideration of qualified persons of both sexes, so
long as no selection js madeé to the IRB on the basis of gender. No IRB 'may consist entirely of
meimbers of one profession.

(cgI Ea?h IRB shall include at least one member whose primary. con%_erns are in scientific areas
and at least one member whose primary concerns are in nonscientific areas.

%}Ia Each_ IRB shall include at least one member who is not otherwise affiliated with the institution
and who is not part of the immediate family of a person who is affiliated with the institution.

(e) No IRB may have a member_gartic_i ate in the IRB's initial or continuing review of ane/ project
IIRI\éVhICh the mémber has a conflicting interest, except to provide information requested by th

Flfg An |IRB mag/, in its discretion, invite individuals with. competence in special areas to assist in
thé review of i ?ues which require ex%ertlse beyond or in addition to that available on the IRB.
These individuals may not vote with the IRB

846.108 IRB functions and operations.
In order to fulfill the requirements of this policy each IRB shall:

ga Follow written procedures in the same detail as described in 846.103(b)(4) and, to the extent
redquired by, 846.103(b)(5).

ng Except when an expedited review P_rocedure Is used (see %46.110&, review rE)roposed_ research
at convened meetings at which a majority of the members of the IRB are present, mcludlng at
least one member ose primary conceris 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.
846.109 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.

(b) An IRB shall require that information given to su_bjfects as part of informed consent is_in
accordance with 846.116. The IRB may require that information, in addition to that specifically
mentioned in 846.116, be 8|ven_ to the subjects when in the IRB’'s judgment the information would
meaningfully add to the protection of the rights and welfare of subjects.

(c) An IRB shall re%uire documentation of informed consent or may waive documentation in
accordance with :46.117.
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d An IRB shall notify investigators and the institution in writing of its decision to I_Dpprove or
rove the proposed research activity, or of modifications required to secure | roval of
t e r search activity. If the IRB decides to dlsa%)rove a research activity, 1t shall |nclu e In its
written notification a statement of the reasons for its decision and give the investigator an
opportunlty to respond In person or In writing.

An IRB shall conduct continuing review of research covered by this policy at intervals
a ropriate to the degree of risk, but not less than oncego ear,” and shall have authority to
observe or have a third party observe the consent process and the research.

(Approved by the Office of Management and Budget under Control Number 0990-0260.)
[56 FR 28012, 28022, June 18, 1991, as amended at 70 FR 36328, June 23, 2005]

%46 110 Expedited review procedures for_certain kinds of research involving no more
an mlnlmal risk, and for minor changes in approved research.

a) The Secretary, HHS, has established, and published as a Notlce |n the FEDERAL REGISTER, a
list" of categories, of research that may be’ reV|ewed by the IRB th roug an expedlted reV|ew
procedure The list will be amended, as appr rlate after consultati n with other departmen
and a enC|es through periadic republication ¥It e SecretarP/ HHS the FEDERAL REGISTER A
sucgessor%fl%els available from the Offlce for Human Research Profectlons HHS, or any

(b) An IRB may use the expedited review procedure to review either or both of the following:

ngl some or all of the research appearing on the list and found by the reviewer(s) to involve no
ore than minimal risk,

2) minor changes in previously approved research during the period (of one year or less) for
V\(lhI)Ch approval % authgrlzed Y app d P ( y )

Under an expedited review procedure, the review m g be carried out m/ the IRB chairperson or by
one or more ex enenced reV|ewers deS| nated tg/ chairp erson from amaon members of the

In reviewi the research the reV|ewers m exerC|se a of the authorltl s of the IRB except
that the reviewers may not d |sa;[3I1|3rove the research. A research activity may be disapproved on
after review in accordance with the non-expedited procedure set forth in §4 108 (b).

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

(d) The department or agency head m%ly restrict, suspend, terminate, or choose not to authorize
an Institution’s or IRB's use of the expedited review procedure.

[56 FR 28012, 28022, June 18, 1991, as amended at 70 FR 36328, June 23, 2005]
846.111 Criteria for IRB approval of research.
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(a) In order to ar%prove 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 which are consistent with sound
research design and which do not unnecessarily ‘expose sutgects to risk, and (i1) whenever
alppro riate, using procedures already being performed on the subjects for diagnostic or
treatment purposes.

FIZ)_Risks to sukg'ects 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
artlcggtm in the research). The IRB should not consider possibl Ion(t;ﬁrange eff%cts of %pfplymg
nowl e gained in the research (for example, the passible 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 shouyld take into
account the purposes of the research and the setting in which the research will hbe conducted and
should be particularly cognizant of the special problems of research involving vulnerable
populations, such as children, é)_rlsoners, pregnant women, mentally disabled persons, or
economically or educationally disadvantaged persons.

(4) Informed consent will be sought from each prospective subj[ect or. the su

e ect's legall
authorized representative, In accordance with, and tg t%e exten 16.g y

required by 846.1

85 Informed consent will be appropriately documented, in accordance with, and to the extent
redquired by 846.117.

%6? When apﬁr%priate, the research plan makes adequate provision for monitoring the data
collected to ensure the safety of subjects.

I,87) When appropriate, there are adequate provisions to protect the privacy of subjects and to
aintain the confidentiality of data.

(bc) When _?8me or all of the subjects are likely to be vulnerable to coercion or undue influence,
such as children, prisoners, pre?nant women, ‘mentally disabled persons, or economically or
educatlonall|y dlsadvantagfed ersons, additional safeguards have been included in the study to
protect the rights and welfare of these subjects.

846.112 Review by institution.

Research covered bg this poli(\:)/ that has been a% roved b%/ an IRB may he subject to further
aﬁpr_o riate review and approval or dlsa]pProvaI ?/offlmal of the Institution. However, those
officials may not approve the research if it has not been approved by an IRB.

846.113 Suspension or termination of IRB approval of research.

An IRB shall have authority to sus;lagnd or terminate agProvaI of research that is not being

conducted In accordance with the IRB's reauirements that has been associated with unexpected
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serious harm to subiect's. Any suspension or termination of approval shall include a statement of
the reasons far the 1RB's action and shall be reported éaromptly to the investigator, appropriate
institutional officials, and the department or agency head.

(Approved by the Office of Management and Budget under Control Number 0990-0260.)
[56 FR 28012, 28022, June 18, 1991, as amended at 70 FR 36328, June 23, 2005]
846.114 Cooperative research.

Cooperative research projects are those projects covered hy this pO|IC?/ which involve more than
one Institytion, In the conduct of cooperative research projects, each institution is responsible for
safeguarding the rights and welfare of human subjects and for complying with this policy. With
the approval of the department or agency head, an institution Rartlmpatln In a cooperative
project may enter into a joint review arrangement, rely upon the review of another qualified IRB,
or make similar arrangements for avoiding duplication’of effort.

846.115 IRB records.

CFa An institution, or whe_n_apgr
0 es,

riate an IRB, shall prepare and maintain adequate
umentation of IRB activiti

irﬁ)cluding the following:
(1D Cogies of all research Iproposals reviewed, scientific evaluations, if a_n%/, that accompany the
Propos Is, approved sample consent documents, progress reports submitted by mvestlcf;)ators, and
eports of mjpurles to subjects.

2) Minutes of IRB meetings which shall be in sufficient detail to show attendance at the

eetings; 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. dlsapPrqvmg research;
and a written summary of the discussion of controvertedissues and their resolution.

(3) Records of continuing review activities.

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

(5) A list of IRB members in the same detail as described in 846.103(b)(3).

(gg)(é/s/ritten procedures for the IRB in the same detail as described in 846.103(b)(4) and 846.103

(7) Statements of significant new findings provided to subjects, as required by 846.116(b)(5).
gb) The records required by this policy shall be retained for at least 3 years, and records relating
to fesearch which is conducted shall be retained for at least 3 years after completion of the |
research. All records shall be accessible f?r Inspection and coapylng li) authorized representatives
of the department or agency at reasonable times and in a reasonablé manner.

(Approved by the Office of Management and Budget under Control Number 0990-0260.)
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[56 FR 28012, 28022, June 18, 1991, as amended at 70 FR 36328, June 23, 2005]
846.116 General requirements for informed consent.

Exce t as Prowded eIseWhere |n th|s gollcy, no investigator. may involve a human being as a

ct |n search covered by licy unless the |nvest|gat r has obtained the lega Iy effective
|nforme consent of the subject or the subject's le a aut orlzed re'presentatlve An Investigator
shall seek such consent only under circum tances grow e th ospectlve subject or_ the
re resenlb ative suff|C|ent opportunity to consider wi et r or not to partlc ate and that minimize

ossibility of coercion or undue’influence. The information that is given to the subject or the
re esentatlve shall be |n language understandable to the subj ect or the representatlve No
|n orme consent whether oral or written, may Include any excu atory | an%uage through which
t e su ject or the representative is made to waive or appear to waive any of the subject's legal

I releases or appears to release the |nvest|gator the sponsor, the institutionor Its agents

from I|ab|I|ty for negligence.

%ac) Basic elements_of informed consent. Except as, provided in para%raph (¢) or (d) of this
section, in seeking informed consent the following information shall be provided to’each subject:

%13 A statement that the stud |nvoIves research, an explapation of the ?urposes of the research
the expected dyration of the subject's participation, a descri t|on of the procedures to be
followed, and identification of any procedures which are experlmenta

(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 which may reasonably be expected
from the research;

4) A disclosure of appropriate alternative procedures or courses of treatment, if any, that might
b(e )advantageous to tl?\% stJec P y d

%58 A statement describing the extent, if any, to which confidentiality of records identifying the
ject will be maintained;

%6% For research |nvoIV|n(1:] more than minimal risk, an exPIanatlon as to whether an?/
ensation and an explanation as to whether an 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
s eg(r:%h <’;isn(l]?Jects rights, and whom to contact in the event of a research-related injury to the
ubj

(8) A statement that_participation is. vqunta\tN%/ refusal to art|C|pate will involve no penalty or
10sS of benefits to which the subgect is otherwise entitled, d th e bject may discontinue
g%{ttlcelgatlon at any time without penalty or loss of benefits to W |ch the subjéct is otherwise

b) Additional elements of informed consent. When aHoproprlate one or more of the following
elements of information shall also be provided to each subiec
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ﬁl) A statement that the particular. treatment or procedure may involve risks to the subject (or to
I[Jn?oerrens%r :Sb?er'fetus’ if the subject is or may become pregnant) which are currently

_IgZ) Anticipated circumstances under which the subject's participation may be terminated by the
investigator without regard to the subject's consent;

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

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

rSS) A statement that significant new findings deveI0£ed _dur_in% the course of the research which
anac}/ 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.

(fc% An IRB may approve a consent procedure which does not include, or which alters, some or all
of the elements of informed consent set forth above, or waive the requirement to obtain informed
consent provided the IRB finds and documents that:

gl The research or demonstration project is to be conducted by or subject to the approval of .
state or local government officials and is designed to study, evaluate, or otherwise examine: (i)
public benefit or service programs; (i) Proce ures for obtaining benefits or services under_those
programs; (iil) possible changes in or a}ernatlves to those programs or procedures; or (v

poa Ible changes in methods™or levels of payment for benefits or services under those programs;
an

(2) The research could not practicably be carried out without the waiver or alteration.

gd% An IRB may apRrove a consent procedure which does not include, or which alters, some or all
of the elements of informed consent set forth in this section, or waive the requirements to obtain
informed consent provided the IRB finds and documents that:

(1) The research involves no more than minimal risk to the subjects;

(2) The waiver or alteration will not adversely affect the rights and welfare of the subjects;

(3) The research could not practicably be carried out without the waiver or alteration; and

(f4% Whene_ver_aRpropriate, the subjects will be provided with additional pertinent information
after participation.

(e) The informed consent requirements in thi_s_golii:y are not intended to preempt an a%olicable

federal, state, or local laws which require additional information to be disclosed in order for
iInformed consent to be legally effective.
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rﬁfé Nothing in this gollcy IS ended to limit the authority of a physician to provide emergency
Iocglcg\llvcare to the extent the physician is permitted to do so under applicable federal, state, or

(Approved by the Office of Management and Budget under Control Number 0990-0260.)
[56 FR 28012, 28022, June 18, 1991, as amended at 70 FR 36328, June 23, 2005]
846.117 Documentation of informed consent.

a) Exce t as rovided in aragra h g ) of thls sectlon informed consent shaII be documented by
the use o Iitten consent form oved e IRB and signed }/.t e sub ect or the subject’s
legally authorlzed representative. A opy sh a e glven to the person signing t e form.

; tI)I%JVI%/)l(r?Spt as provided in paragraph (c) of this section, the consent form may be either of the

(1 A written consent document that embodies the elements of informed consent required b¥
.116. This form may be read to the subject or the sutleject s legally authorized representative,
ut IN anY event, the investigator shall give either the subject or the representatlve adequate
opportunity to read It before™it Is signed; or

22 A short form written consent document statln that the elements of informed consent
required by 846.116 have been presented orally t0 the subject or the subject's legally authorized
rep resentatlve When this method is used, there shall be a'witness to the oral presentation. Also,
the IRB shal rove a written summar of what is to be sald to the subject or the

representati nly the short form itse to be S|gned by the subjn ect or the representatlve

H Wever t e W|tness shall si n both the s ort form and a co e summa and the person
actual ly optaining consent sh gn a copy. of the summary A coP¥ he summary shall be
given to the subject or the repres ntative,’in add|t|on to a copy of the short form.

g:%..An IRB may waive the requirement for the investigator to obtain a signed consent form for
e or all subjects if it finds either:

1) That the only record linking the su %ect and the research would_be the consent document and
e Bl‘lnCI al risk'would be potential har resultlng rom a breach of confidentiality. Each subject
WI e asked whether the sub#ect wants documentation linking the subject with the research; and

the subject’'s wishes will govern; or

g'o) That the research presents no mare than minimal risk of harm to subjects and involves no
procedures for which written consent is normally required outside of the research context.

In cases in which the documentation requirement is waived, the IRB may require the investigator
to provide subjects with a written statement regarding the research.

(Approved by the Office of Management and Budget under Control Number 0990-0260.)
[56 FR 28012, 28022, June 18, 1991, as amended at 70 FR 36328, June 23, 2005]
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§4t1)6.1%8 Applications and proposals lacking definite plans for involvement of human
subjects.

Certain tg/ es of a é)llc_atlon_s for grants, cooperative agreements, or contracts are submitted to
departments or agencies with th knowled%e that subjects may be inyolved within the period of
support, but definite plans would not normally be set Torth In the anllca_tl_on or proposal. These
Include activities such as institutional tyﬁ_e 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. These applicatjons
need not be reviewed by an_IRB before an award m%¥ be made. However, except for research
exempted or waived under 846.101(b) aqr (1), no human subjects magl be involved in any project
sugp_orted b%/ these awards unti| the project’has been reviewed and appraoved by the IRB, as
gée\g(c:l)(/ad In this policy, and certification submitted, by the institution, to the department or

846.119 Research undertaken without the intention of involving human subjects.

In the event research is undertaken without the intention of involving human subjects, but it is
later pro(]?osed 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
ggg%(r:’glmen or agency, and final approval given to the proposed change by the department or

846.120 Evaluation and disposition of applications and proposals for research to be
conducted or supported by a Federal Department or Agency.

subjects submitted to the department or agency through such officers and employees of the
department or agency and such experts and consultants as the department or agency head . .
determines to be apProprlate. This evaluation will take into consideration the risks to the subjects,
th%_adequa%}/ of gro ection against these risks, E(he p?tentlal benefits of the research to the
subjects and others, and the importance of the knowledge gained or to be gained.

{Janghe deBartment or agency head will evaluate all agﬁlications and progosalsI involvinfgthuman

b) On the basis of this evaluation, the degartme_nt or agenc¥ head may approve or disapprove
the application or proposal, or enter into negotiations to develop an approvable one.

846.121 [Reserved]
846.122 Use of Federal funds.

Federal funds administered by a department or a enc%/ may not be expended for research
Involving human subjects unless the requirements of this policy have been satisfied.

846.123 Early termination of research support: Evaluation of applications and
proposals.
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(a). The department or agency head_maﬁ/ require that department or_aggncy support for any
project be terminated or Suspended in the manner prescribed in applicable program reguirements,
%?mnstgfetﬁi%psgﬂgfnt or agency head finds an institution has materially failed t© comply with the

(b) In making decisions about Sul’ﬁ)gortmg or ?(pp_rovm% aralollcatlons or progosals covered bly this
Pollc the department or agency head may take into account, in addition to all other eligibiht
ecw]_rement and program criteria, tactors such as whether the acpevllcant has been subject to a
termination or suspension under paragraph (a) of this section and whether the applicant or the
person or persons who would direct or has/have directed the scientific and technical aspects of an
activity has/have, in the Jud%ment of the department or agency head, materially failed to
discharge respansibility for the protection of the rights and weltare of human subjects (whether or
not the research was subject to federal regulation

846.124 Conditions.

With respect to any research project or any class of research projects the department or agenc¥
head may impose additional conditigns prior to or at the time of ar@proval when in the t# gment of

the _degartment or agency head additional conditions are necessary for the protection
S.

uman
subjec

Subpart B IAdditional Protections for Pregnant Women, Human Fetuses and Neonates Involved in Research

Source:66 FR 56778, Nov. 13, 2001, unless otherwise noted.

846.201 To what do these regulations apply?

r(‘?) Except asrProvided in paragreHoh &L}g of this section, this subpart applies to all research

involving pregnant women, human fetuses, neonates of uncertain viabjlity, or nonviable neonates
conducted or sugported bi[)the Department of Health and Human Services (DHHS&._Thls Includes
%II research conducted in DHHS facilities by any person and all research conducted in any facility

y DHHS employees.
(b) The exemptions at 846.101(b)(1) through (6) are applicable to this subpart.

(c) The gr_ovisi_ons of §46.10:L$|c% throu%h (i? are arPCPlicabIe to this subpart. Reference to State or
local laws in this subpart and In 846.10 ff s intended to include the laws of federally recognized
American Indian and Alaska Native Tribal Governments.

) C|2 gg?t requirements of this subpart are in addition to those imposed under the other subparts of

846.202 Definitions.

;’ng%er{i_nitions in 846.102 shall be applicable to this subpart as well. In addition, as used in this
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(a) Dead fetus means a fetus that exhibits neither heartbeat, spontaneous respiratory activity,
spontaneous movement of voluntary muscles, nor pulsation of the umbilical cord.

(b) Delivery means complete separation of the fetus from the woman by expulsion or extraction
or any other means.

(c) Fetus means the product of conception from implantation until delivery.

(d) Neonate means a newborn.

(e) Nonviable neonate means a neonate after delivery that, although living, is not viable.

(f) Pregnancy encompasses the period of time from implantation until delivery. A woman shall be

assumed to be pregnant if she exhibits anIy of the pertinent presumptive signs of pregnancy, such
as missed menses, until the results of a pregnancy test are negative or until delivery:

Secretary means the Secretary of Health and Human Services and any other officer or
8(5)%%{23 of ¥he Department of He%tlth and Human Services to w%om auth)c/)r(i)ty%as been

(hg Viable, as it pertains to the neonate, means being able, after delivery, to survive (given the
enefit of available medical therapy) to the pqint of independently maintaining heartbeat and
respiration. The Secretary may from time to time, taking into account medical advances, publish
In the FEDERAL REGISTER guidelines to assist in determining whether a neonate is viable for
purposes of this subpart. If"a neonate is viable then it may Bbe included in research only to the
extent permitted and in accordance with the requirements of subparts A and D of this part.

846.203 Duties of IRBs in connection with research involving pregnant women,
fetuses, and neonates.

In addition to other responsibilities assigned to IRBs under this part, each IRB shall review
research covered by this subgart and aﬁProve only research which satisfies the conditions of all
applicable sections of this subpart and the other subparts of this part.

846.204 Research involving pregnant women or fetuses.

Pregnant women or fetuses may be involved in research if all of the following conditions are met:
(aa Where scientificall ag:;progriate, preclinical studies, including studies on pregnant animals,
and clinical studies, InCluding. studies on nonpregnant women, have been conducted and provide

data for assessing potential Tisks to pregnant women and fetuses;

g’l%) The risk to the fetus is caused solerl1y by interventions_or procedures that hold out the _
P spect of direct benefit for the woman orthe fetus; or, if there is no such prospect of benefit,
he Tisk to the fetus is not greater than minimal and the purpose of the research'is the
development of important biomedical knowledge which cannot be obtained by any other means;

(c) Any risk is the least possible for achieving the objectives of the research;
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(fd) If the research holds out the prospect of direct benefit to the pregnant woman, the prospect

of a direct benefit both to the pregnant woman and the fetus, or no_r%rospect of benefit for the

woman nor the fetus when risk to the fetus is not greater than minimal and the gurgose of the

research is th develospme_nt of important biomedical kno_wledr%e hat cannot be obtained b an%/

glgq%rsr%%??s, er consent Is obtained In accord with the informed consent provisions of subpart A
I )

Flee) If the research holds out the praospect of direct benefit _solelﬁl to the fetus then the consent of
t regnant woman and the father is obtained in accord with the informed consent provisions of
subpart A of this part, except that the father's consent need not be obtained if he is unable to
consent because of unavailability, incompetence, or temporary incapacity or the pregnancy
resulted from rape or incest.

g& Each individual providing consent under paraﬁra'ph (d) or (e) of this section is fully informed
regarding the reasonably foreseeable impact of the reseafch on ‘the fetus or neonate;

rggg For children as defined in 46.402$a|:)) whao aregregnant, assent and permission are obtained
in~accord with the provisions of subpar of this part;

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

rg) Indjviduals engaged in the research will have no part in any decisions as to the timing,
éthod, or procedures used to terminate a pregnancy; and

() Individuals engaged in the research will have no part in determining the viability of a neonate.
846.205 Research involving neonates.

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

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

823 Each individual providing consent under Paragragh gb (2) or gcr)%i) of this section is fully
informed regarding the reasonably foreseeable impact of the research ‘on the neonate.

n(é% nI(rjrlltcéividuals engaged in the research will have no part in determining the viability of a

(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 ascertain%d whether or not a nepnate is
viable, a neonate ma}l] not pe involved in research covered by this subpart unless the following
additional conditions have been met:

(1) The IRB determines that:
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H) The research_holds out the prospect of enhanci_n? the probability of survival of the neonate to
the point of viability, and any risk is the least possible for achieving that objective, or

i) The purpose of the research is the development of important biomedical knowledge which
%%lﬁQgget)Ergh _taairr]1ded by other means and therepwil? be no agdec? risk to t?we neonate regulting from

(g) The legally effective informed consent of either Rarent of the neonate or, if neither parent is
able to caongsent because of upayvailability, incompetence, or temlporarsy Incapacity, the Iega_lly
effective informed consent of either parent's legally authorized representative 1S obtained 1,
accord with subpart A of this part, except that the ‘consent of the father or his Ieg{ally authorized
representative need not be obtained if the pregnancy resulted from rape or incest.

c) Nonviable neonates. After delivery nonviable neponate may not be involved in research
c%\zered by this subpart unless a?l o?t}qe ?ollowmg additional c)(/)n itions are met:

(1) Vital functions of the neonate will not be artificially maintained;
(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;

gfr? The purpose of the research is the development of important biomedical knowledge that
cannot be obtained by other means; and

?Ldl (lsn( %ccoad(d)
. Cc) an
, IT either parent is unable to consent because of unavailabi |t%/,_
or temporary |ncapacity, the infarmed consent of one parent of a nonviable
suffice to meet the requirements of this para raP# (acl: 85 , except that the consent of
the father need not be obtained if the Rregnanc resulted r r incest. The consent of a
legally authorized representative of either or both of the parents of a nonviable neonate will not

he
sutfice to meet the requirements of this paragraph (c)(5)

(5%] The legally effective informed consent of hoth parents of the neonate is obtain
with subpart A of this IJoart, .except that the waiver and alteration provisions of 846
do not a?gly. Howeve
iIncompetence,
neonate will

rgd? Viable neonates. A neonate, after delivery, that has been determined to be viable may be
included in research gnly to the extent permitted by and in accord with the requirements oOf
subparts A and D of this part.

§4§3.2_O(|3 Research involving, after delivery, the placenta, the dead fetus or fetal
material.

(ea? Research involving, after delivery, the placenta; the dead fetus; macerated fetal material; or
cells, tissue, or organs excised from a dead fetus, shall be conducted only in accord with any
applicable féderal, state, or local laws and regulations regarding such activities.

gb) If information associated with material described in paragraph (a) of this section is recorded
for‘research purposes In a_ manner that I|V|n9 individyals can De 1dentified, directly or through
Identifiers linked to those individuals, those Tndividuals are research subjects andall pertinent

subparts of this part are apnblicable.
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846.207 Research not otherwise approvable which presents an opportunity to
understand, prevent, or alleviate a serious problem affecting the health or welfare of
pregnant women, fetuses, or neonates.

The Secretary will conduct or fund research that the IRB does not believe meets the requirements
of 8§46.204 or 846.205 only if:

(a) The IRB finds that the research presents a reasonable or%portuni_%to further the

un erstandlnr%, f11)revent|on, or alleviation Oofl a serious problem affecting the health or welfare of
en,

pregnant wo fetuses or neonates; an

(cb% The Secretary, after consultation with a panel of experts in pertinent disciplines (for example:
sciénce, medicine, ethics, law) and followmg oggortunlty for public review and comment, including
a public meeting announced i the FEDERAL REGISTER, has determined either:

(1) That the research in fact satisfies the conditions of 846.204, as applicable; or

(2) The following:

ﬁi) The research presents a reasonable Oﬁﬁ)ortunitf\]/ to further the understanding, prevention, or
%ell(e)\rqg{téosr_] of a serious problem affecting the health or weltare of pregnant women, fetuses or

(i) 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.

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

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

846.301 Applicability.

%arz The regulations in this subpart are applicable to all biomedical and behavioral research
g b(_JleuC(;[tSed r supported by the Department of Health and Human Services involving prisoners as
ubj .

%bt) Nothing in this subRart shall be construed as indicating that compliance with the procedures
set forth herein will authorize research mvolvmg grlsoners as subjects, to the extent such

research Is limited or barred by applicable State or local law.

tFﬁ% -pl;g?t requirements of this subpart are in addition to those imposed under the other subparts of

846.302 Purpose.
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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.

846.303 Definitions.
As used in this subpart:

ga) Secretary means the Secre}ary ?f Health and Human Services and an%/ other offijcer or
ng1 é%){gg of 'the Department of Health and Human Services to whom authority has been

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

g;) Prisoner means any individual involuntarily confined or detained. in a penal institution. The
term iIs intended to encompass individuals sentenced tq such an institution under a criminal or
civil statute, individuals detained in other facilities by virtue of statutes or commitment
procedures WhIC_hCP_I’OVId alternatives to criminal prosecution or incarceration in a penal
Institution, and individuals detained pending arraignment, trial, or sentencing.

(d) Minimal risk is the_probability and magnitude of thsical or Ps chological harm that is
normally encountered in the daily lives, or'in the routiné medical, dental, or psychological
examination of healthy persons.

846.304 Composition of Institutional Review Boards where prisoners are involved.

In addition to satisfy_inglj_ the requirements in §46.107 of this part, an Institutional Review Board,
carrying out responsibifities under this part with respect to research covered by this subpart, shall
also’meet the following specific requirements:

(ag A majoritY of the Board r%exclusive of prisoner members) shall have no association with the
prison(s) involved, apart from their membership on the Boafd.

(b) At least one member of the Board shall be a prisoner, or a prisoner reﬁ)resentative with
ag ropriate background and experience to serve in that capacity, except that where a particular
research r(t)Ject IS reviewed by more than one Board only one Board need satisfy this
requiremen

[43 FR 53655, Nov. 16, 1978, as amended at 46 FR 8366, Jan. 26, 1981]

'§46I'300? Additional duties of the Institutional Review Boards where prisoners are
involved.

(a) In addition to all other responsibilities prescribed for Institutional Review Boards under this

i%dts’ %ﬂgtl?,oard shall review research covered by this subpart and approve such research only if it
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(1g The research under review represents one of the categories of research permissible under
846.306(a)(2);

2) An po%smle advantages %ccrumg t(l) the prisoner. through his or her participation in the
research, when compared-to the general living conditions, medical _care, guality of food, amenities
and pportunlty for earnings In the prison, aré not of such a magnitude that his or her ability to
welgh the risks of the research against the value of such advantages in the limited choice

environment of the prison Is impaired;

(3) The risks involved in the research are commensurate with risks that would be accepted by
nonprisoner volunteers;

$4) Procedures for the selection of subjects within the prison are fair to all prisoners and immune
from_arbitrary intervention by prison authorities or prisoners. Unless the grlnm al investigator
provides to the Board justification in writing for following some other procedures, control subjects
must be selected randomly from the r_ou? of available prisoners who meet the characteristics
needed for that particular research project;

(5) The information is presented in language which is understandable to the subject population;
(6) Adequate assurance exists that_rﬁ)arole_b_oards will not take into account a prisoner's
participation in the research in making decisions re ardl_np parole, and each prisoner is clearly
Informed in advance that participation in the research will"have no effect on his or her parole; and
(f?% Where the Board finds there may be a need for. follow—%p examination or care of participants
aftér the end of their participation, adequate pravision has been made for such examination or.
care, Iaklng INto account the varying lengths of individual prisoners' sentences, and for informing
participants of this fact.

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

gc) The institution shall certify to the Secretary, in such form and manner as the Secretary may
require, that the duties of the’Board under this section have been fulfilled.

846.306 Permitted research involving prisoners.

(a).Biomedical or behavioral research conducted or supported by DHHS may involve prisoners as
subjects only if:

Fll) The institution responsible for the conduct of the research has certified to the Secretary that
the Institutional Review Board has approved the research under 846.305 of this subpart; and

(2) In the judgment of the Secretary the proposed research involves solely the following:
Q) Stu%ytof the possible causes, effects, and processes qf incarceration, and of criminal behavior,

ovided that the study presents no more tharﬁ) minimal risk and no more than inconvenience to
he subjects;
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ﬂi) Study of prisons as institutional structures or of prisoners asincarcerated rE)_ersons, rovided
g %tetgé Study presents no more than minimal risk and no more than inconvenience to the
upbj ;

(iii) Research on conditions particularly affecting prisoners as a class gor example, vaccine trials
and other research on hepatitis which is much more prevalent in prisons than elsewhere; and
research on sacial and psychological problems such as alcoholism, drug addiction, and sexual
assaults) provided that the study ma ﬁroceed only after the Secretary has consulted with

P

al%)ro riate experts including. experts in penology, medicine, and ethics, and published notice, in
the FEDERAL REGISTER, of his intent to approve such research; or

(ivz) Research on rpra_ctices, 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 thobse tudies
require the assignment of prisoners_in_a manner consistent with protocols aggroved y the IRB to
control groups which ma%_not benefit from the research, the study may proceed only after the
Secreta % has consulted with _approprlate experts, mcludln‘g experts in penology, medicine, and
ethics, and published notice, in the FEDERAL REGISTER, of the intent to approve such research.

(br? Except as provided in paralgraph ﬁa) of this section, biomedical or behavioral research
conducted or supported by DHHS shall nhot involve prisoners as subjects.

Subpart D |Additional Protections for Children Involved as Subjects in Research

Source:48 FR 9818, March 8, 1983, unless otherwise noted.

846.401 To what do these regulations apply?

&a) This subpart applies to all research_involving children as subjects, conducted or supported by
the Department of Health and Human Services.

(51) Thijs includes research conducted by Department employees, except that each head of an
geratlng Division of the Department ma _adogt such nonsubstantive, procedural modifications
may be appropriate from an administrative standpoint.

S(2 It also includes research conducted or supported by the Department of Health and Human
ervices outside the United States, but in apgroprlate circumstances, the Secretary may, under
para%raph (leﬁ of 846.101 of subpart A, waive the applicability of some or a
of these regulations for research of this type.

(bg Exemptions at %46.101(b) 15? and (ebg(S) throu%h gb)_g% are apPIicabIe to this subpart. The
exémption at 846.101(b)(2) regardin ucational Tests’is also applicable to this subpart.

However, the exemptl?n 1'846.101(b)(2) for research involving surveB/ or interview procedur?s
or observations of public behaviaor does not apply to research covered his subpart, except for

t
research_involving observation of public behavior when the investigator(s) do not participate in
the activities being observed.

Il of the requirements
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c) The exceptions, additions, and provisions for waiver as they appear in paragraphs (c) through
) )of §46.1OiO of subpart A are applllocable to this subpart. y app paragraphs (c) J

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

The definitions in 846.102 of subpart A shall be applicable to this subpart as well. In addition, as
used in this subpart:

g’ac? Children are persons who have not attained the Iegal a%s for consent to treatments or
P cedures_involved In the research, under the applicable law of the jurisdiction in which the
esearch will be conducted.

%bg Assent means a child's _affirmative agreement 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 adoptive parent.

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

846.403 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
applicable sections of this subpart.

846.404 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 js presented, only if the IRB finds that adequate provisions are made for sohmtmg the
assent of the children and the permission of their parents or guardians, as set forth in 846.408.

d§46.405 Research involving glreater than minimal risk but presenting the prospect of
irect benefit to the individual subjects.

HHS will conduct or. fund research in which the IRB
IS presented by an intervention_or procedure that h
individual sub{ect or by a monitoring procedure
being, only if the 1RB finds that:

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

http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.htmi 2/6/2014

ds that more than minimal risk to children
t Is gut the prospect of direct benefit for the
that is likely to contribute to the subject's well-



Page 29 of 33

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

(c) Adeqguate provisions are made, for soliciti
d

ng the assent of the children and permission of their
pafents

r guardians, as set forth in 846.408.

846.406 Research involving greater_than minimal risk and no prospect of direct benefit
to individual subjects, but likely to yield generalizable knowledge about the subject's
disorder or condition.

HHS will conduct or. fund research in which the IRB finds that more than minimal risk to children
IS Iprese_nt(—:_-d_ by an intervention or procedure that does not hold out the Prospect of direct benefit
for the indjviddal subject, 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
c%r‘?jmensurate with thos% mherenten their actBaI or expected medical, dental, psycholgglcal,
social, or educational situations;

dGc) The intervention or procedure. is likely to yield generalizable kno_wledlge about the subjects'
sorder or condition which is of vital importance for the understanding o’ amelioration of ‘the
subjects' disorder or condition; and

(d) Adequate provisions are made for soliciting assent of the children and permission of their
parents or guardians, as set forth in 346.408.

846.407 Research not otherwise approvable which presents an opportunity to
ser

uR_cllderstand, prevent, or alleviate a ilous problem affecting the health or welfare of
children.
HHS will conduct or fund research that the IRB does not believe meets the requirements of

il 0
846.404, 846.405, or 846.406 only if:
f

(r? the IRB finds that the research_gr_esents a reasonable OP{Aoortunity to further the
ghilcelzrrésﬁa}ngr%gg, prevention, or alleviation of a serious problem affecting the health or welfare of

(cb) the Secretary, after consultation with a panel] of experts in pertinent disciplines (for example:
scieénce, mediciné, education, ethics, law) and following opportunity for public review and
comment, has determined either:

1) that the research in fact satisfies the conditions of 846.404, 846.405, or 846.406, as
applicable, or (2) the following:

Qi) the_researchep[esents a reasonable op ortunit;r/] to further the understanding, prevention, or
alleviation of a serious problem affecting the health or welfare of children;
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(ii) the research will be conducted in accordance with sound ethical principles;

(iii) adequate provisions are_ made faor sollcmng the assent of children and the permission of their
parents or guardians, as set forth in 846.408.

%46.408 Requirements for permission by parents or guardians and for assent by
dren

&aB) In addition to the determlnatlons required under other a gﬁ)llcable sections of this sub|part the
shall determlne that a ecluate rOV|S|ons are made for s liciting the assent of the chijldren,
when in the %ment of the RB the chil ren are capable of rOV|d|ng assent. In determlnlng
whether chil are capable o assentln% shaII take |nto account the ages, maturit and
syc o(§)glcal state of the children involved T |s(j)u gment mﬁy be ma e for all children to
involved In research under a particular protocol reach c as the IRB deems a pro(g)rlate
If the IRB determines that the capability of some or all of the chll’dren IS SO I|m|ted that' t
cannot reasonably be consulted or that the intervention or roce ure involved in the researc
holds out a rosp ect of direct benefit that Is important to the health or WeII beln% of the children
and |s avallable on in the, context of the research, the assent of the children is hot a necessary
con |t|on for proce d with the research, Even where the IRB determines that the subjects are
caﬁ)a le of assentln e IRB may still waive the assent requirement under circumstances in
ch consent may be walved In accord with 846.116 of Subpart A.

&bB) In addltlon to the determlnatlons re U|red under other applicable sections_of this sub art, the
I determine, In accordance with and to the extent th t consent |s required b 116 of
Sub art A that adequate provisions are made for so |C|t|n%t e£ermlssmn of each chi d S parents
or guardian, Wheregjaren al permission is to be obtained may find that the permission of
oné parent is sufficient for research to be conducted under § [ 846. 405 Where research
Is covered by 8846.406 and 46.407 and permission is to be obtalned from parents, both parents
must give their permission unless one parent is deceased, unknown, incompetent, or not

regs(o ialbly available, or when only one parent has legal responsibility for the care and custody of

hild

d(c In add|t|on to the provisions for waiver contained in 846.116 of sub art A, if the IRB

e ermlnes that a research protocol is designed for condjtions ar for a subject po uIatlon for
which parental or guardian permission Is nOt a reasonable requirement to rotect the sub ects gfor
example, neglected or abused children), it may waive the consent requirements |n Sub

this part and paragraph (b) of this section, provided an appropriate mechanism for pro ectl
children who will participate as sub%ects in' the research is substltuted andfprowde further

the waiver is not |n onS|s ent W|th ederal, state, or local Iaw The_choice of an appro riate
mechanism would depend upon the naturé an gurpose of the activities descriped in the protocol
the d”%k and anticipated benefit to the research subjects, and their age, maturity, status and
condition.

gocl? Permission bj\_/ I%arents or guardians shall be documented in accordance with and to the extent
uired by 846.117 of subpart A.

(e) When the IRB determines that assent is required, it shall also determine whether and how
assent must be documented.

http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.htmi 2/6/2014



Page 31 of 33

846.409 Wards.

_rgal) Children who are wards of the state or any other agency, institution, or entity can be included
esearch approved under 846.406 or 846.407 only if 'such research is:

(1) Related to their status as wards; or

(fzg Conducted in schools, camps, hospitals, institutions, or similar settings in which the majority
hildren involved as subjects are not wards.

(b) If the research IS approved under Raragraoph %a) of thls section, the IRB shall require
a ointment of an advocate for each c Is a ward, In addition to any other individual acting
behalf of the child as guardian or in loco parentis. One individual may serve as advocate for
more than one child. The advocate shall be an individual who has the background and experience
to act in, and _agrees to act in, the best interests of the child for the duration of the child’
participation in the research and who is not assomated in an ¥ except in the role as advocate
or member of the IRB) with the research, the investigator(s), h guardlan organization.

Subpart E Registration of Institutional Review Boards

Source:74 FR 2399, January 15, 2009, unless otherwise noted.

846.501 What IRBs must be registered?

Each IRB that is deS|gnated b¥ an institution under an assurance of c om liance %o[l)ro
federalwide use ?/ |ce Human Research Protectlons (OHRP) u der %ag and that
reV|ews researc nvo V|n uman subjects conducte or su orted by the De artmen

Human Services (HHS) must be régistered with n dividua I utho Ized to act on
bnecgarlrf]gggple institution or ‘organization operating the IRB must subml he reglstratlon
I |

846.502 What information must be provided when registering an IRB?
The following information must be provided to HHS when registering an IRB:

The name, mailing address, and street addressélf different from the malllng address of the
|n tltutlon or organiz t|on operating | he name, mal mh;ead &e_ﬂua o%)ne umber,

facsimile number, and electronic mai address of the senior officer or
Institution or organization who is responsible for overseeing activities performed by the | RB

gb ) The name, mailing address, phone number, facsimile number, and electronic mail address of
hé contact person providing the registration information.

%? The name, if any, assigned to the IRB by the jnstitution or orﬂanlzatlon and the IRB's mailing
an(cjlrglsesct%rnegtnagldressrg different from the mailing address) one number, facsimile number,;
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(d) The name, phone number, and electronic mail address of the IRB chairperson.
(e)(1) The approximate numbers of:
(i) All active protocols; and
(ii) Active protocols conducted or supported by HHS.

2?] For purgose .of this regulation, an " active_protocol" is any protocgl for which the IRB
onhducted an initial review or a continuing review at a converied meeting or under an expedited
review procedure during the preceding twelve months.

ggﬂ'{'/?tei:e%pproximate number of full-time equivalent positions devoted to the IRB's administrative

846.503 When must an IRB be registered?

An IRB must be registered before it can be designated under an assurance approved for
federalwide use by " OHRP under 846.103(a).

IRB registration becomes effective when reviewed and accepted by OHRP.

The registration will be effective for 3 years.

846.504 How must an IRB be registered?

Each IRB must be r_e%istered electronjcally through httP://ohrg.cit.nih.gov/efile unless an .
Institution or organization lacks the_ability to reqister its IRB(S) electronlcall¥. If an institution or
origanlza_tlon_ lacks the ablll%to register an IRB electronically, it must send i1ts IRB registration
iInformation in writing to OHRP.

846.505 When must IRB registration information be renewed or updated?

(a) Each IRB must renew its registration every 3 years.

sb The registration information for an IRB must be updated within 90 dags after changes occur
egarding the contact person who provided the IRB registration information or the IRB
chairperson. The updated registration information must be submitted in accordance with 846.504.

(¢c) Any renewal or update that is submitted to, and accepted by, OHRP begins a new 3-year
effective period.

d) An institution's or organization's decjsion to disband a registered IRB which it is o
Ust be reported to OHRP in wrjting within 30 days after permanent cessation of the

pl)eratin% also
of HHS-conducted or -supported reSearch.

RB's review
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