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Subpart A--General Provisions

Sec. 50.1 Scope.

(@)

®)

This part applies to all clinical investigations regulated by the Food and Drug Administration under
sections 505(i), 507(d), and 520(g) of the Federal Food, Drug, and Cosmetic Act, as well as clinical
investigations that support applications for research or marketing permits for products regulated by
the Food and Drug Administration, including food and color additives, drugs for human use, medical
devices for human use, biological products for human use, and electronic products. Additional
specific obligations and commitments of, and standards of conduct for, persons who sponsor or
monitor clinical investigations involving particular test articles may also be found in other parts (e.g.,
Parts 312 and 812). Compliance with these parts is intended to protect the rights and safety of
subjects involved in investigations filed with the Food and Drug Administration pursuant to sections
406, 409, 502, 503, 505, 506, 507, 510, 513-516, 518-520, 706, and 801 of the Federal Food, Drug,
and Cosmetic Act and sections 351 and 354-360F of the Public Health Service Act.

References in this part to regulatory sections of the Code of Federal Regulations are to Chapter I of
Title 21, unless otherwise noted.

[45 FR 36390, May 30, 1980; 46 FR 8979, Jan. 27, 1981]

Sec. 50.3 Definitions.

This section has been amended by: 56 FR page 28028-June 18, 1991-Protection of Human Subjects; Informed Consent;...

As used in this part:

(@

®)

*“Act’’ means the Federal Food, Drug, and Cosmetic Act, as amended (secs. 201--902, 52 Stat. 1040
et seq. as amended (21 U.S.C. 321--392)).

**Application for research or marketing permit’’ includes:

(1) A color additive petition, described in Part 71.

(2) A food additive petition, described in Parts 171 and 571.

(3) Data and information about a substance submitted as part of the procedures for establishing that the
substance is generally recognized as safe for use that results or may reasonably be expected to result,
directly or indirectly, in its becoming a component or otherwise affecting the characteristics of any food,
described in Secs. 170.30 and 570.30.

(4) Data and information about a food additive submitted as part of the procedures for food additives
permitted to be used on an interim basis pending additional study, described in Sec. 180.1.

{5) Data and information about a substance submitted as part of the procedures for establishing a tolerance
for unavoidable contaminants in food and food-packaging materials, described in section 406 of the act.

(6) An investigational new drug application, described in Part 312 of this chapter.

(7) A new drug application, described in Part 314.

(8) Data and information about the bioavailability or bioequivalence of drugs for human use submitted as part
of the procedures for issuing, amending, or repealing a bioequivalence requirement, described in Part 320.
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d)

)

(9) Data and information about an over-the-counter drug for human use submitted as part of the procedures
for classifying these drugs as generally recognized as safe and effective and not misbranded, described
in Part 330.

(10) Data and information about a prescription drug for human use submitted as part of the procedures for
classifying these drugs as generally recognized as safe and effective and not misbranded, described in this
chapter.

(11) Data and information about an antibiotic drug submitted as part of the procedures for issuing, amending,
or repealing regulations for these drugs, described in Sec. 314.300 of this chapter.

(12) An application for a biological product license, described in Part 601.

(13) Data and information about a biological product submitted as part of the procedures for determining that
licensed biological products are safe and effective and not misbranded, described in Part 601.

(14) Data and information about an in vitro diagnostic product submitted as part of the procedures for
establishing, amending, or repealing a standard for these products, described in Part 809.

(15) An ‘““‘Application for an Investigational Device Exemption,”” described in Part 812.

(16) Data and information about a medical device submitted as part of the procedures for classifying these
devices, described in section 513.

(17) Data and information about a medical device submitted as part of the procedures for establishing,
amending, or repealing a standard for these devices, described in section 514.

(18) An application for premarket approval of a medical device, described in section 515.

(19) A product development protocol for a medical device, described in section 515.

(20) Data and information about an electronic product submitted as part of the procedures for establishing,
amending, or repealing a standard for these products, described in section 358 of the Public Health Service
Act.

(21) Data and information about an electronic product submitted as part of the procedures for obtaining a
variance from any electronic product performance standard, as described in Sec. 1010.4.

(22) Data and information about an electronic product submitted as part of the procedures for granting,
amending, or extending an exemption from a radiation safety performance standard, as described in Sec.
1010.5.

*“Clinical investigation’’ means any experiment that involves a test article and one or more human
subjects and that either is subject to requirements for prior submission to the Food and Drug
Administration under section 505(i), 507(d), or 520(g) of the act, or is not subject to requirements
for prior submission to the Food and Drug Administration under these sections of the act, but the
results of which are intended to be submitted later to, or held for inspection by, the Food and Drug
Administration as part of an application for a research or marketing permit. The term does not include
experiments that are subject to the provisions of Part 58 of this chapter, regarding nonclinical
laboratory studies.

*“Investigator’” means an individual who actually conducts a clinical investigation, i.e., under whose
immediate direction the test article is administered or dispensed to, or used involving, a subject, or,
in the event of an investigation conducted by a team of individuals, is the responsible leader of that
team.

*‘Sponsor’” means a person who initiates a clinical investigation, but who does not actually conduct
the investigation, i.e., the test article is administered or dispensed to or used involving, a subject
under the immediate direction of another individual. A person other than an individual (e.g.,
corporation or agency) that uses one or more of its own employees to conduct a clinical investigation
it has initiated is considered to be a sponsor (not a sponsor-investigator), and the employees are
considered to be investigators.
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**Sponsor-investigator’’ means an individual who both initiates and actually conducts, alone or with
others, a clinical investigation, i.e., under whose immediate direction the test article is administered
or dispensed to, or used involving, a subject. The term does not include any person other than an
individual, e.g., corporation or agency.

‘“‘Human subject’” means an individual who is or becomes a participant in research, either as a
recipient of the test article or as a control. A subject may be either a healthy human or a patient.

*‘Institution’” means any public or private entity or agency (including Federal, State, and other
agencies). The word *‘facility’’ as used in section 520(g) of the act is deemed to be synonymous with
the term *‘institution’” for purposes of this part.

*‘Institutional review board’’ (IRB) means any board, committee, or other group formally designated
by an institution to review biomedical research involving humans as subjects, to approve the initiation
of and conduct periodic review of such research. The term has the same meaning as the phrase
‘‘institutional review committee’’ as used in section 520(g) of the act.

‘‘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 by virtue of statutes or commitment procedures that provide
alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained
pending arraignment, trial, or sentencing.

*“Test article’” means any drug (including a biological product for human use), medical device for
human use, human food additive, color additive, electronic product, or any other article subject to
regulation under the act or under sections 351 and 354-360F of the Public Health Service Act (42
U.S.C. 262 and 263b-263n).

*‘Minimal risk’’ means that the risks of harm anticipated in the proposed research are not greater,
considering probability and magnitude, than those ordinarily encountered in daily life or during the
performance of routine physical or psychological examinations or tests.

‘‘Legally authorized representative’’ means an individual or judicial 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.

[45 FR 36390, May 30, 1980, as amended at 46 FR 8950, Jan. 27, 1981; 54 FR 9038, Mar. 3, 1989}
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Subpart B--Informed Consent of Human Subjects
SOURCE: 46 FR 8951, Jan. 27, 1981, unless otherwise noted.
Sec. 50.20 General requirements for informed consent.

Except as provided in Sec. 50.23, no investigator may involve a human being as a subject in research
covered by these regulations unless the investigator has obtained the legally effective informed consent
of the subject or the subject’s legally authorized representative. An investigator shall seek such consent
only under circumstances that provide the prospective subject or the representative sufficient opportunity
to consider whether or not to participate and that minimize the possibility of coercion or undue influence.
The information that is given to the subject or the representative shall be in language understandable to
the subject or the representative. No informed consent, whether oral or written, may include any
exculpatory language through which the subject or the representative is made to waive or appear to waive
any of the subject’s legal rights, or releases or appears to release the investigator, the sponsor, the
institution, or its agents from liability for negligence.

Sec. 50.21 Effective Date.

The requirements for informed consent set out in this part apply to all human subjects entering a clinical
investigation that commences on or after July 27, 1981.

Sec. 50.23 Exception from general requirements.

(@) The obtaining of informed consent shall be deemed feasible unless, before use of the test article
(except as provided in paragraph (b) of this section), both the investigator and a physician who is not
otherwise participating in the clinical investigation certify in writing all of the following:

(1) The human subject is confronted by a life-threatening situation necessitating the use of the test
article.

(2) Informed consent cannot be obtained from the subject because of an inability to communicate
with, or obtain legally effective consent from, the subject.

(3) Time is not sufficient to obtain consent from the subject’s legal representative.

(4) There is available no alternative method of approved or generally recognized therapy that
provides an equal or greater likelihood of saving the life of the subject.

(b) If immediate use of the test article is, in the investigator’s opinion, required to preserve the life of
the subject, and time is not sufficient to obtain the independent determination required in paragraph
(@) of this section in advance of using the test article, the determinations of the clinical investigator
shall be made and, within 5 working days after the use of the article, be reviewed and evaluated in
writing by a physician who is not participating in the clinical investigation.
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() The documentation required in paragraph (a) or (b) of this section shall be submitted to the IRB
within 5 working days after the use of the test article.

(d) (1) The Commissioner may also determine that obtaining informed consent is not feasible when the

2)

Assistant Secretary of Defense (Health Affairs) requests such a determination in connection with
the use of an investigational drug (including an antibiotic or biological product) in a specific
protocol under an investigational new drug application (IND) sponsored by the Department of
Defense (DOD). DOD’s request for a determination that obtaining informed consent from
military personnel is not feasible must be limited to a specific military operation involving
combat or the immediate threat of combat. The request must also include a written justification
supporting the conclusions of the physician(s) responsible for the medical care of the military
personnel involved and the investigator(s) identified in the IND that a military combat exigency
exists because of special military combat (actual or threatened) circumstances in which, in order
to facilitate the accomplishment of the military mission, preservation of the health of the
individual and the safety of other personnel require that a particular treatment be provided to a
specified group of military personnel, without regard to what might be any individual’s personal
preference for no treatment or for some alternative treatment. The written request must also
include a statement that a duly constituted institutional review board has reviewed and approved
the use of the investigational drug without informed consent. The Commissioner may find that
informed consent is not feasible only when withholding treatment would be contrary to the best
interests of military personnel and there is no available satisfactory alternative therapy.

In reaching a determination under paragraph (d)(1) of this section that obtaining informed
consent is not feasible and withholding treatment would be contrary to the best interests of
military personnel, the Commissioner will review the request submitted under paragraph (d)(1)
of this section and take into account all pertinent factors, including, but not limited to:

(i) The extent and strength of the evidence of the safety and effectiveness of the
investigational drug for the intended use;

(ii) The context in which the drug will be administered, e.g., whether it is intended for use in
a battlefield or hospital setting or whether it will be self-administered or will be
administered by a health professional;

(ili) The nature of the disease or condition for which the preventive or therapeutic treatment is
intended; and

(iv) The nature of the information to be provided to the recipients of the drug concerning the
potential benefits and risks of taking or not taking the drug.

(3) The Commissioner may request a recommendation from appropriate experts before reaching a

determination on a request submitted under paragraph (d)(1) of this section.
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A determination by the Commissioner that obtaining informed consent is not feasible and
withholding treatment would be contrary to the best interests of military personnel will expire
at the end of 1 year, unless renewed at DOD’s request, or when DOD informs the Commissioner
that the specific military operation creating the need for the use of the investigational drug has
ended, whichever is earlier. The Commissioner may also revoke this determination based on
changed circumstances.

[45 FR 36390, May 30, 1980, as amended at 55 FR 52814, Dec. 21, 1990]

Sec. 50.25 Elements of informed consent.

(a) Basic elements of informed consent. In seeking informed consent, the following information shall be
provided to each subject:

(D

@
3

“4)

®

©

)]

®

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 which are experimental.

A description of any reasonably foreseeable risks or discomforts to the subject.

A description of any benefits to the subject or to others which may reasonably be expected from
the research.

A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be
advantageous to the subject.

A statement describing the extent, if any, to which confidentiality of records identifying the
subject will be maintained and that notes the possibility that the Food and Drug Administration
may inspect the records.

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.

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.

A statement that participation is voluntary, that refusal to participate will involve no penalty or
loss of benefits to which the subject is otherwise entitled, and that the subject may discontinue
participation at any time without penalty or loss of benefits to which the subject is otherwise
entitled.
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(b) Additional elements of informed consent. When appropriate, one or more of the following elements
of information shall also be provided to each subject:

(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) which are currently unforeseeable.

(2) 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.

(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 which 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.

(¢) The informed consent requirements in these regulations are not intended to preempt any applicable
Federal, State, or local laws which require additional information to be disclosed for informed consent
to be legally effective.

(d) Nothing in these regulations is intended to limit the authority of a physician to provide emergency
medical care to the extent the physician is permitted to do so under applicable Federal, State, or local
law.

Sec. 50.27 Documentation of informed consent.

(@) Except as provided in Sec. 56.109(c), informed consent shall be documented by the use of a written
consent form approved by the IRB and signed by the subject or the subject’s legally authorized
representative. A copy shall be given to the person signing the form.

(b) Except as provided in Sec. 56.109(c), the consent form may be either of the following:

(1) A written consent document that embodies the elements of informed consent required by Sec.
50.25. This form may be read to the subject or the subject’s legally authorized representative,

but, in any event, the investigator shall give either the subject or the representative adequate
opportunity to read it before it is signed.
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(2) A “‘short form’’ written consent document stating that the elements of informed consent required
by Sec. 50.25 have been presented orally to the subject or the subject’s legally authorized
representative. When this method is used, there shall be a witness to the oral presentation. Also,
the IRB shall approve a written summary of what is to be said to the subject or the
representative. Only the short form itself is to be signed by the subject or the representative.
However, the witness shall sign both the short form and a copy of the summary, and the person
actually obtaining the consent shall sign a copy of the summary. A copy of the summary shall
be given to the subject or the representative in addition to a copy of the short form.
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Subpart C--Protections Pertaining to Clinical Investigations
Involving Prisoners as Subjects

EFFECTIVE DATE NOTE: At 46 FR 35085, July 7, 1981, the effective date of Subpart C was stayed until further notice.
Sec. 50.40 Applicability.

(@) The regulations in this subpart apply to all clinical investigations involving prisoners as subjects that
are regulated by the Food and Drug Administration under sections 505(i), 507(d), or 520(g) of the
Federal Food, Drug, and Cosmetic Act, as well as clinical investigations involving prisoners that
support applications for research or marketing permits for products regulated by the Food and Drug
Administration.

(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.

Sec. 50.42 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.

Sec. 50.44 Restrictions on clinical investigations involving prisoners.

(@ Except as provided in Sec. 50.44(b), clinical investigations regulated by the Food and Drug
Administration under sections 505(i), 507(d), and 505(g) of the Federal Food, Drug, and Cosmetic
Act, as well as clinical investigations that support applications for research or marketing permits for
products regulated by the Food and Drug Administration may not involve prisoners as subjects.

(b) Clinical investigations that are regulated by the Food and Drug Administration under sections 505(i),
507(d), or 520(g) of the Federal Food, Drug, and Cosmetic Act, as well as clinical investigations that
support applications for research or marketing permits for products regulated by the Food and Drug
Administration, may involve prisoners as subjects only if the institution responsible for the conduct
of the clinical investigation has certified to the Food and Drug Administration that the institutional
review board has approved the clinical investigation under Sec. 50.48; and

(1) () In the judgment of the Food and Drug Administration, the proposed clinical investigation
involves solely research on practices both innovative and accepted, which have the intent
and reasonable probability of improving, the health and well-being of the subjects;
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(ii) In cases in which these studies require the assignment of prisoners in a manner consistent
with protocols approved by the institutional review board to control groups that may not
benefit from the research, the study may proceed only after the Food and Drug
Administration has consulted with appropriate experts, including experts in penology,
medicine, and ethics, and has published notice in the FEDERAL REGISTER of its intent
to approve such research; or

(2) Research on conditions particularly affecting prisoners as a class (for example, vaccine trials and
other research on hepatitis, which is much more prevalent in prisons than elsewhere) provided
that the Food and Drug Administration has consulted with appropriate experts, including experts
in penology, medicine, and ethics, and has published notice in the FEDERAL REGISTER of its
intent to approve such research; subject to the approval of the Food and Drug Administration,
prisoners may participate in the research even though they are assigned, in 2 manner consistent
with protocols approved by the institutional review board, to control groups that may not benefit
from the research.

Sec. 50.46 Composition of institutional review boards where prisoners are involved.

In addition to satisfying any other requirements governing institutional review boards set forth in this
chapter, an institutional review board, in carrying out responsibilities under this part with respect to
research covered by this subpart, shall also meet the following specific requirements:

(@) A majority of the institutional review board (exclusive of prisoner members) shall have no association
with the prison(s) involved, apart from their membership on the institutional review board.

(b) At least one member of the institutional review board shall be a prisoner, or a prisoner advocate with
appropriate background and experience to serve in that capacity, except that if a particular research
project is reviewed by more than one institutional review board, only one institutional review board
need satisfy this requirement.

Sec. 50.48 Additional duties of the institutional review boards where prisoners are involved.

(@) In addition to all other responsibilities prescribed for institutional review boards under this chapter,
the institutional review board shall review clinical investigations covered by this subpart and approve
such clinical investigations only if it finds that:

(1) The research under review represents one of the categories of research permitted under Sec.
50.44(b) (1) and (2);

(2) Any possible advantages accruing to the prisoner through his or her participation in the clinical
investigation, when compared to the general living conditions, medical care, quality of food,
amenities, and opportunity for earnings in prison, are not of such a magnitude that his or her
ability to weigh the risks of the clinical investigation against the value of such advantages in the
limited-choice environment of the prison is impaired;
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(3) The risks involved in the clinical investigation 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 principal investigator
provides to the institutional review board justification in writing for following some other
procedures, control subjects must be selected randomly from the group of available prisoners
who meet the characteristics needed for that research project;

(5) Any information given to subjects is presented in language which is appropriate for the subject
population;

(6) Adequate assurance exists that parole boards will not take into account a prisoner’s participation
in the clinical investigation in making decisions regarding parole, and each prisoner is clearly
informed in advance that participation in the clinical investigation will have no effect on his or
her parole; and

(7) Where the institutional review board finds there may be need for followup examination or care
of participants after the end of their participation, adequate provision has been made for such
examination or care, taking into account the varying lengths of individual prisoners’ sentences,
and for informing participants of this fact.

(b) The institutional review board shall carry out such other duties as may be assigned by the Food and
Drug Administration.

(c) The institution shall certify to the Food and Drug Administration, in such form and manner as the
Food and Drug Administration may require, that the duties of the institutional review board under
this section have been fulfilled.
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PART 56 INSTITUTIONAL REVIEW BOARDS
Subpart A--General Provisions

Sec.

56.101 Scope.

56.102 Definitions.

56.103 Circumstances in which IRB review is required.
56.104 Exemptions from IRB requirement.

56.105 Waiver of IRB requirement.

Subpart B--Organization and Personnel
56.107 IRB membership.
Subpart C--IRB Functions and Operations

56.108 IRB functions and operations.

56.109 IRB review of research.

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

56.111 Criteria for IRB approval of research.

56.112 Review by institution.

56.113 Suspension or termination of IRB approval of research.

56.114 Cooperative research.

Subpart D--Records and Reports
56.115 IRB records.
Subpart E--Administrative Action for Noncompliance

56.120 Lesser administrative actions.

56.121 Disqualification of an IRB or an institution.

56.122 Public disclosure of information regarding revocation.
56.123 Reinstatement of an IRB or an institution.

56.124 Actions alternative or additional to disqualification.

AUTHORITY: Secs. 201, 406, 408, 409, 501, 502, 503, 505, 506, 507, 510, 513-516, 518-520, 701, 706, 801 of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 321, 346, 346a, 348, 351, 352, 353, 355, 356, 357, 360, 360c-360f, 360h-360j, 371, 376, 381);
secs. 215, 301, 351, 354-360F of the Public Health Service Act (42 U.S.C. 216, 241, 262, 263b-263n).

SOURCE: 46 FR 8975, Jan. 27, 1981, unless otherwise noted.
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Subpart A--General Provisions

Sec. 56.101 Scope.

(@

®

This part contains the general standards for the composition, operation, and responsibility of an
Institutional Review Board (IRB) that reviews clinical investigations regulated by the Food and Drug
Administration under sections 505(i), 507(d), and 520(g) of the act, as well as clinical investigations
that support applications for research or marketing permits for products regulated by the Food and
Drug Administration, including food and color additives, drugs for human use, medical devices for
human use, biological products for human use, and electronic products. Compliance with this part
is intended to protect the rights and welfare of human subjects involved in such investigations.

References in this part to regulatory sections of the Code of Federal Regulations are to Chapter I of
Title 21, unless otherwise noted.

Sec. 56.102 Definitions.

This section has been amended by: 56 FR page 28028-June 18, 1991-Protection of Human Subjects; Informed Consent;...

As used in this part:

@
(b)

*“Act’’ means the Federal Food, Drug, and Cosmetic Act, as amended (secs. 201-902, 52 Stat. 1040
et seq., as amended (21 U.S.C. 321-392)).
**Application for research or marketing permit’ includes:

(1) A color additive petition, described in Part 71.

(2) Data and information regarding a substance submitted as part of the procedures for establishing
that a substance is generally recognized as safe for a use which results or may reasonably be
expected to result, directly or indirectly, in its becoming a component or otherwise affecting the
characteristics of any food, described in Sec. 170.35.

(3) A food additive petition, described in Part 171.

(4) Data and information regarding a food additive submitted as part of the procedures regarding
food additives permitted to be used on an interim basis pending additional study, described in
Sec. 180.1.

(5) Data and information regarding a substance submitted as part of the procedures for establishing
a tolerance for unavoidable contaminants in food and food-packaging materials, described in
section 406 of the act.

(6) An investigational new drug application, described in Part 312 of this chapter.

(7) A new drug application, described in Part 314.

(8) Data and information regarding the bioavailability or bioequivalence of drugs for human use
submitted as part of the procedures for issuing, amending, or repealing a bioequivalence
requirement, described in Part 320.

(9) Data and information regarding an over-the-counter drug for human use submitted as part of the
procedures for classifying such drugs as generally recognized as safe and effective and not
misbranded, described in Part 330.
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(10) Data and information regarding an antibiotic drug submitted as part of the procedures for
issuing, amending, or repealing regulations for such drugs, described in Sec. 314.300 of this
chapter.

(11) An application for a biological product license, described in Part 601.

(12) Data and information regarding a biological product submitted as part of the procedures for
determining that licensed biological products are safe and effective and not misbranded, as
described in Part 601.

(13) An ‘*Application for an Investigational Device Exemption,”* described in Parts 812 and 813.

(14) Data and information regarding a medical device for human use submitted as part of the
procedures for classifying such devices, described in Part 860.

(15) Data and information regarding a medical device for human use submitted as part of the
procedures for establishing, amending, or repealing a standard for such device, described in Part
861.

(16) An application for premarket approval of a medical device for human use, described in section
515 of the act.

(17) A product development protocol for a medical device for human use, described in section 515
of the act.

(18) Data and information regarding an electronic product submitted as part of the procedures for
establishing, amending, or repealing a standard for such products, described in section 358 of
the Public Health Service Act.

(19) Data and information regarding an electronic product submitted as part of the procedures for
obtaining a variance from any electronic product performance standard, as described in Sec.
1010.4.

(20) Data and information regarding an electronic product submitted as part of the procedures for
granting, amending, or extending an exemption from a radiation safety performance standard,
as described in Sec. 1010.5.

(21) Data and information regarding an electronic product submitted as part of the procedures for
obtaining an exemption from notification of a radiation safety defect or failure of compliance
with a radiation safety performance standard, described in Subpart D of Part 1003.

(¢) “*Clinical investigation’’ means any experiment that involves a test article and one or more human
subjects, and that either must meet the requirements for prior submission to the Food and Drug
Administration under section 505(i), 507(d), or 520(g) of the act, or need not meet the requirements
for prior submission to the Food and Drug Administration under these sections of the act, but the
results of which are intended to be later submitted to, or held for inspection by, the Food and Drug
Administration as part of an application for a research or marketing permit. The term does not include
experiments that must meet the provisions of Part 58, regarding nonclinical laboratory studies. The
terms ‘‘research,’’ *‘clinical research,’” ““clinical study,”* ‘‘study,’’ and ‘“clinical investigation’* are
deemed to be synonymous for purposes of this part.

(d) °*‘Emergency use’’ means the use of a test article on a human subject in a life-threatening situation
in which no standard acceptable treatment is available, and in which there is not sufficient time to
obtain IRB approval.
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“‘Human subject’’ means an individual who is or becomes a participant in research, either as a
recipient of the test article or as a control. A subject may be either a healthy individual or a patient.

“‘Institution’” means any public or private entity or agency (including Federal, State, and other
agencies). The term “‘facility’ as used in section 520(g) of the act is deemed to be synonymous with
the term “‘institution’” for purposes of this part.

‘‘Institutional Review Board (IRB)’’ means any board, committee, or other group formally designated
by an institution to review, to approve the initiation of, and to conduct periodic review of, biomedical
research involving human subjects. The primary purpose of such review is to assure the protection
of the rights and welfare of the human subjects. The term has the same meaning as the phrase
*‘institutional review committee’’ as used in section 520(g) of the act.

““Investigator’” means an individual who actually conducts a clinical investigation (i.e., under whose
immediate direction the test article is administered or dispensed to, or used involving, a subject) or,
in the event of an investigation conducted by a team of individuals, is the responsible leader of that
team.

‘‘Minimal risk’’ means that the risks of harm anticipated in the proposed research are not greater,
considering probability and magnitude, than those ordinarily encountered in daily life or during the
performance of routine physical or psychological examinations or tests.

‘“‘Sponsor’’ means a person or other entity that initiates a clinical investigation, but that does not
actually conduct the investigation, i.e., the test article is administered or dispensed to, or used
involving, a subject under the immediate direction of another individual. A person other than an
individual (e.g., a corporation or agency) that uses one or more of its own employees to conduct an
investigation that it has initiated is considered to be a sponsor (not a sponsor-investigator), and the
employees are considered to be investigators.

‘‘Sponsor-investigator’” means an individual who both initiates and actually conducts, alone or with
others, a clinical investigation, i.e., under whose immediate direction the test article is administered
or dispensed to, or used involving, a subject. The term does not include any person other than an
individual, e.g., it does not include a corporation or agency. The obligations of a sponsor-investigator
under this part include both those of a sponsor and those of an investigator.

*“Test article’’ means any drug for human use, biological product for human use, medical device for
human use, human food additive, color additive, electronic product, or any other article subject to
regulation under the act or under sections 351 or 354-360F of the Public Health Service Act.

[46 FR 8975, Jan. 27, 1981, as amended at 54 FR 9038, Mar. 3, 1989]

Sec. 56.103 Circumstances in which IRB review is required.

@

Except as provided in Secs. 56.104 and 56.105, any clinical investigation which must meet the
requirements for prior submission (as required in Parts 312, 812, and 813) to the Food and Drug
Administration shall not be initiated unless that investigation has been reviewed and approved by, and
remains subject to continuing review by, an IRB meeting the requirements of this part.
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Except as provided in Secs. 56.104 and 56.105, the Food and Drug Administration may decide not
to consider in support of an application for a research or marketing permit any data or information
that has been derived from a clinical investigation that has not been approved by, and that was not
subject to initial and continuing review by, an IRB meeting the requirements of this part. The
determination that a clinical investigation may not be considered in support of an application for a
research or marketing permit does not, however, relieve the applicant for such a permit of any
obligation under any other applicable regulations to submit the results of the investigation to the Food
and Drug Administration.

Compliance with these regulations will in no way render inapplicable pertinent Federal, State, or local
laws or regulations.

[46 FR 8975, Jan. 27, 1981; 46 FR 14340, Feb. 27, 1981]

Sec. 56.104 Exemptions from IRB requirement.

This section has been amended by: 56 FR page 28028-June 18, 1991-Protection of Human Subjects; Informed Consent;...

The following categories of clinical investigations are exempt from the requirements of this part for IRB
review:

(@

®)

©

Any investigation which commenced before July 27, 1981 and was subject to requirements for IRB
review under FDA regulations before that date, provided that the investigation remains subject to
review of an IRB which meets the FDA requirements in effect before July 27, 1981.

Any investigation commenced before July 27, 1981 and was not otherwise subject to requirements
for IRB review under Food and Drug Administration regulations before that date.

Emergency use of a test article, provided that such emergency use is reported to the IRB within 5
working days. Any subsequent use of the test article at the institution is subject to IRB review.

Sec. 56.105 Waiver of IRB requirement.

On the application of a sponsor or sponsor-investigator, the Food and Drug Administration may waive any
of the requirements contained in these regulations, including the requirements for IRB review, for specific
research activities or for classes of research activities, otherwise covered by these regulations.
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Subpart B--Organization and Personnel

Sec. 56.107 IRB membership.

This section has been amended by: 56 FR page 28028-June 18, 1991-Protection of Human Subjects; Informed Consent;... 56
FR page 29756-June 28, 1991-Protection of Human Subjects; Informed Consent;...
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Each IRB shall have at least five members, with varying backgrounds to promote complete and
adequate review of research activities commonly conducted by the institution. The IRB shall be
sufficiently qualified through the experience and expertise of its members, and the diversity of the
members’ backgrounds including consideration of the racial and cultural backgrounds of members
and sensitivity to such issues as community attitudes, to promote respect for its advice and counsel
in safeguarding the rights and welfare of human subjects. In addition to possessing the professional
competence necessary to review specific research activities, the IRB shall be able to ascertain the
acceptability of proposed research in terms of institutional commitments and regulations, applicable
law, and standards of professional conduct and practice. The IRB shall therefore include persons
knowledgeable in these areas. If an IRB regularly reviews research that involves a vulnerable category
of subjects, including but not limited to subjects covered by other parts of this chapter, the IRB
should include one or more individuals who are primarily concerned with the welfare of these
subjects.

No IRB may consist entirely of men, or entirely of women, or entirely of members of one profession.

Each IRB shall include at least one member whose primary concerns are in nonscientific areas; for
example: lawyers, ethicists, members of the clergy.

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.

No IRB may have a member participate in the IRB’s initial or continuing review of any project in
which the member has a conflicting interest, except to provide information requested by the IRB.

An IRB may, in its discretion, invite individuals with competence in special areas to assist in the
review of complex issues which require expertise beyond or in addition to that available on the IRB.
These individuals may not vote with the IRB.
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Subpart C--IRB Functions and Operations

56.108 IRB functions and operations.

This section has been amended by: 56 FR page 28028-June 18, 1991-Protection of Human Subjects; Informed Consent;... 56
FR page 29756-June 28, 1991-Protection of Human Subjects; Informed Consent;...

In order to fulfill the requirements of these regulations, each IRB shall:

@

(b)

©

Sec.

@

)

©

Follow written procedures (1) for conducting its initial and continuing review of research and for
reporting its findings and actions to the investigator and the institution, (2) for 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, (3)
for insuring prompt reporting to the IRB of changes in a research activity, (4) for insuring that
changes in approved research, during the period for which IRB approval has already been given, may
not be initiated without IRB review and approval except where necessary to eliminate apparent
immediate hazards to the human subjects; and (5) for insuring prompt reporting to the IRB of
unanticipated problems involving risks to subjects or others.

Except when an expedited review procedure is used (see Sec. 56.110), review proposed research at
convened meetings at which a majority of the members of the IRB are present, including at least one
member whose primary concerns are in nonscientific areas. In order for the research to be approved,
it shall receive the approval of a majority of those members present at the meeting.

Be responsible for reporting to the appropriate institutional officials and the Food and Drug
Administration any serious or continuing noncompliance by investigators with the requirements and
determinations of the IRB.

56.109 IRB review of research.

An IRB shall review and have authority to approve, require modifications in (to secure approval), or
disapprove all research activities covered by these regulations.

An IRB shall require that information given to subjects as part of informed consent is in accordance
with Sec. 50.25. The IRB may require that information, in addition to that specifically mentioned in
Sec. 50.25, be given to the subjects when in the IRB’s judgment the information would meaningfully
add to the protection of the rights and welfare of subjects.

An IRB shall require documentation of informed consent in accordance with Sec. 50.27, except that
the IRB may, for some or all subjects, waive the requirement that the subject or the subject’s legally
authorized representative sign a written consent form if it finds that the research presents no more
than minimal risk of harm to subjects and involves no procedures for which written consent is
normally required outside the research context. In cases where the documentation requirement is
waived, the IRB may require the investigator to provide subjects with a written statement regarding
the research.
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(d) An IRB shall notify investigators and the institution in writing of its decision to approve or
disapprove the proposed research activity, or of modifications required to secure IRB approval of the
research activity. If the IRB decides to disapprove a research activity, it shall include in its written
notification a statement of the reasons for its decision and give the investigator an opportunity to
respond in person or in writing.

(e) An IRB shall conduct continuing review of research covered by these regulations at intervals
appropriate to the degree of risk, but not less than once per year, and shall have authority to observe
or have a third party observe the consent process and the research.

Sec. 56.110 Expedited review procedures for certain kinds of research involving no more than
minimal risk, and for minor changes in approved research.

This section has been amended by: 55 FR page 28019.

(@) The Food and Drug Administration has established, and published in the FEDERAL REGISTER, a
list of categories of research that may be reviewed by the IRB through an expedited review
procedure. The list will be amended, as appropriate, through periodic republication in the FEDERAL
REGISTER.

(b) An IRB may review some or all of the research appearing on the list through an expedited review
procedure, if the research involves no more than minimal risk. The IRB may also use the expedited
review procedure to review minor changes in previously approved research during the period for
which approval is authorized. 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 non-expedited procedure set forth in
Sec. 56.108(b).

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

(d) The Food and Drug Administration may restrict, suspend, or terminate an institution’s or IRB’s use
of the expedited review procedure when necessary to protect the rights or welfare of subjects.

Sec. 56.111 Criteria for IRB approval of research.
This section has been amended by: 56 FR page 28029-June 18, 1991-Protection of Human Subjects; Informed Consent,...

(@) In order to approve research covered by these regulations the IRB shall determine that all of the
following requirements are satisfied:
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(1) Risks to subjects are minimized: (i) By using procedures which are consistent with sound
research design and which 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 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 that 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 (for example, 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 conducted.

(4) Informed consent will be sought from each prospective subject or the subject’s legally authorized
representative, in accordance with and to the extent required by Part 50.

(5) Informed consent will be appropriately documented, in accordance with and to the extent
required by Sec. 50.27.

(6) Where appropriate, the research plan makes adequate provision for monitoring the data collected
to ensure the safety of subjects.

(7) Where appropriate, there are adequate provisions to protect the privacy of subjects and to
maintain the confidentiality of data.

(b) Where some or all of the subjects are likely to be vulnerable to coercion or undue influence, such
as persons with acute or severe physical or mental illness, or persons who are economically or
educationally disadvantaged, appropriate additional safeguards have been included in the study to
protect the rights and welfare of these subjects.

Sec. 56.112 Review by institution.

Research covered by these regulations that has been approved by an IRB may be subject to further
appropriate review and approval or disapproval by officials of the institution. However, those officials may
not approve the research if it has not been approved by an IRB.

Sec. 56.113 Suspension or termination of IRB approval of research.

An IRB shall have authority to suspend or terminate approval of research that is not being conducted in
accordance with the IRB’s requirements or that has been associated with unexpected serious harm to
subjects. Any suspension or termination of approval shall include a statement of the reasons for the IRB’s
action and shall be reported promptly to the investigator, appropriate institutional officials, and the Food
and Drug Administration.
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Sec. 56.114 Cooperative research.
In complying with these regulations, institutions involved in multi-institutional studies may use joint

review, reliance upon the review of another qualified IRB, or similar arrangements aimed at avoidance
of duplication of effort.
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Subpart D--Records and Reports

Sec. 56.115 IRB records.

This section has been amended by: 56 FR page 28029-June 18, 1991-Protection of Human Subjects; Informed Consent;...

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

(D

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

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.

Records of continuing review activities.

Copies of all correspondence between the IRB and the investigators.

A list of IRB members identified by name; earned degrees; representative capacity; indications
of experience such as board certifications, licenses, etc., 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,
a member of governing panel or board, stockholder, paid or unpaid consultant.

Written procedures for the IRB as required by Sec. 56.108(a).

Statements of significant new findings provided to subjects, as required by Sec. 50.25.

(b) The records required by this regulation shall be retained for at least 3 years after completion of the
research, and the records shall be accessible for inspection and copying by authorized representatives
of the Food and Drug Administration at reasonable times and in a reasonable manner.

() The Food and Drug Administration may refuse to consider a clinical investigation in support of an
application for a research or marketing permit if the institution or the IRB that reviewed the
investigation refuses to allow an inspection under this section.
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Subpart E--Administrative Actions for Noncompliance
56.120 Lesser administrative actions.

If apparent noncompliance with these regulations in the operation of an IRB is observed by an FDA
investigator during an inspection, the inspector will present an oral or written summary of
observations to an appropriate representative of the IRB. The Food and Drug Administration may
subsequently send a letter describing the noncompliance to the IRB and to the parent institution. The
agency will require that the IRB or the parent institution respond to this letter within a time period
specified by FDA and describe the corrective actions that will be taken by the IRB, the institution,
or both to achieve compliance with these regulations.

On the basis of the IRB’s or the institution’s response, FDA may schedule a reinspection to confirm
the adequacy of corrective actions. In addition, until the IRB or the parent institution takes
appropriate corrective action, the agency may:

(1) Withhold approval of new studies subject to the requirements of this part that are conducted at
the institution or reviewed by the IRB;

(2) Direct that no new subjects be added to ongoing studies subject to this part;

(3) Terminate ongoing studies subject to this part when doing so would not endanger the subjects;
or

(4) When the apparent noncompliance creates a significant threat to the rights and welfare of human
subjects, notify relevant State and Federal regulatory agencies and other parties with a direct
interest in the agency’s action of the deficiencies in the operation of the IRB.

The parent institution is presumed to be responsible for the operation of an IRB, and the Food and
Drug Administration will ordinarily direct any administrative action under this subpart against the
institution. However, depending on the evidence of responsibility for deficiencies, determined during
the investigation, the Food and Drug Administration may restrict its administrative actions to the IRB
or to a component of the parent institution determined to be responsible for formal designation of the
IRB.

56.121 Disqualification of an IRB or an institution.

Whenever the IRB or the institution has failed to take adequate steps to correct the noncompliance
stated in the letter sent by the agency under Sec. 56.120(a), and the Commissioner of Food and Drugs
determines that this noncompliance may justify the disqualification of the IRB or of the parent
institution, the Commissioner will institute proceedings in accordance with the requirements for a
regulatory hearing set forth in Part 16.
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(b) The Commissioner may disqualify an IRB or the parent institution if the Commissioner determines
that:

(1) The IRB has refused or repeatedly failed to comply with any of the regulations set forth in this
part, and

(2) The noncompliance adversely affects the rights or welfare of the human subjects in a clinical
investigation.

(¢) If the Commissioner determines that disqualification is appropriate, the Commissioner will issue an
order that explains the basis for the determination and that prescribes any actions to be taken with
regard to ongoing clinical research conducted under the review of the IRB. The Food and Drug
Administration will send notice of the disqualification to the IRB and the parent institution. Other
parties with a direct interest, such as sponsors and clinical investigators, may also be sent a notice
of the disqualification. In addition, the agency may elect to publish a notice of its action in the
FEDERAL REGISTER.

(d) The Food and Drug Administration will not approve an application for a research permit for a clinical
investigation that is to be under the review of a disqualified IRB or that is to be conducted at a
disqualified institution, and it may refuse to consider in support of a marketing permit the data from
a clinical investigation that was reviewed by a disqualified IRB as conducted at a disqualified
institution, unless the IRB or the parent institution is reinstated as provided in Sec. 56.123.

Sec. 56.122 Public disclosure of information regarding revocation.

A determination that the Food and Drug Administration has disqualified an institution and the
administrative record regarding that determination are disclosable to the public under Part 20.

Sec. 56.123 Reinstatement of an IRB or an institution.

An IRB or an institution may be reinstated if the Commissioner determines, upon an evaluation of a
written submission from the IRB or institution that explains the corrective action that the institution or IRB
plans to take, that the IRB or institution has provided adequate assurance that it will operate in compliance
with the standards set forth in this part. Notification of reinstatement shall be provided to all persons
notified under Sec. 56.121(c).

Sec. 56.124 Actions alternative or additional to disqualification.

Disqualification of an IRB or of an institution is independent of, and neither in lieu of nor a precondition
to, other proceedings or actions authorized by the act. The Food and Drug Administration may, at any
time, through the Department of Justice institute any appropriate judicial proceedings (civil or criminal)
and any other appropriate regulatory action, in addition to or in lieu of, and before, at the time of, or after,
disqualification. The agency may also refer pertinent matters to another Federal, State, or local government
agency for any action that that agency determines to be appropriate.
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