
21 C.F.R. Part 50 – Protection of Human Subjects

Authority: 21 U.S.C. 321, 343, 346, 346a, 348, 350a, 350b, 352, 353, 355, 360, 360c-360f, 360h-360j,
360hh-360pp, 360rr-360ss, 371, 379e, 381; 42 U.S.C. 216, 241, 262, 263b-263n.

§ 50.1 Scope.

(a) This part applies to all clinical investigations regulated by the Food and Drug Administration
under sections 505(i) 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 foods, including dietary supplements, that bear a nutrient content claim or a health claim, infant formulas,
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 human subjects
involved in such investigations filed with the Food and Drug Administration pursuant to sections 403, 406, 409, 412,
413, 502, 503, 505, 510, 513–516, 518–520, 721, and 801 of the Federal Food, Drug, and Cosmetic Act and
sections 351 and 354–360F of the Public Health Service Act..

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

§ 50.3 Definitions.

As used in this part:
(a) [Reserved]

(a) 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)).

(b) 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 §§ 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 § 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 Federal Food, Drug, and Cosmetic aAct.

(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.

(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) [Reserved]
(12) An application for a biologics license, described in part 601 of this chapter.



(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 of the Federal Food, Drug, and Cosmetic Act.
(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 of the Federal
Food, Drug, and Cosmetic Act.

(18) An application for premarket approval of a medical device, described in section 515 of
the Federal Food, Drug, and Cosmetic Act.

(19) A product development protocol for a medical device, described in section 515 of the
Federal Food, Drug and Cosmetic Act.

(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 53584 of the Public
Health ServiceFederal Food, Drug, and Cosmetic 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 § 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 § 1010.5.

(23) Data and information about a clinical study of an infant formula when submitted as part
of an infant formula notification under section 412(c) of the Federal Food, Drug, and Cosmetic Act.

(24) Data and information submitted in a petition for a nutrient content claim, described in §
101.69 of this chapter, or for a health claim, described in § 101.70 of this chapter.

(25) Data and information from investigations involving children submitted in a new dietary
ingredient notification, described in § 190.6 of this chapter.

(c) 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) or 520(g) of the Federal Food, Drug, and Cosmetic aAct, or is not subject to requirements for prior
submission to the Food and Drug Administration under these sections of the Federal Food, Drug, and Cosmetic
aAct, 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.

(d) 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.

(e) 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.

(f) 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.

(g) 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.



(h) 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 Federal Food, Drug, and Cosmetic aAct is deemed to be
synonymous with the term institution for purposes of this part.

(i) Institutional review board (IRB) means any board, committee, or other group formally designated
by an institution to review biomedical research involving humans as subjects, and to approve the initiation of and
conduct periodic review of such research. 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 Federal Food, Drug, and Cosmetic aAct.

(j) 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 Federal Food, Drug, and Cosmetic aAct or under sections 351 and 354–360F of the Public Health Service Act
(42 U.S.C. 262 and 263b–263n).

(k) Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the
research are not greater in and of themselves than those ordinarily encountered in daily life or during the
performance of routine physical or psychological examinations or tests.

(l) 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. If there is no applicable law addressing this issue, legally authorized representative means
an individual recognized by institutional policy as acceptable for providing consent in the non-research context on
behalf of the prospective subject to the subject’s participation in the procedure(s) involved in the research.

(m) Family member means any one of the following legally competent persons: Spouse; parents;
children (including adopted children); brothers, sisters, and spouses of brothers and sisters; and any individual
related by blood or affinity whose close association with the subject is the equivalent of a family relationship.

(n) Assent means a child’s affirmative agreement to participate in a clinical investigation. Mere failure
to object should not, absent affirmative agreement, be construed as assent.

(o) Children means persons who have not attained the legal age for consent to treatments or
procedures involved in clinical investigations, under the applicable law of the jurisdiction in which the clinical
investigation will be conducted.

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

(q) Ward means a child who is placed in the legal custody of the State or other agency, institution, or
entity, consistent with applicable Federal, State, or local law.

(r) Permission means the agreement of parent(s) or guardian to the participation of their child or ward
in a clinical investigation.

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

(t) Written or in writing means writing on a tangible medium (e.g., paper) or in an electronic format.

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

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



(w) Identifiable biospecimen is a biospecimen for which the identity of the subject is or may readily be
ascertained by the sponsor or investigator or associated with the biospecimen.

§ 50.20 General requirements for informed consent.

Except as provided in §§ 50.23 and 50.24, no investigator may involve :
(a) Before involving a human being as a subject in research covered by these regulations unless, the

investigator hasshall obtained the legally effective informed consent of the subject or the subject’s legally authorized
representative.

(b) An investigator shall seek suchinformed consent only under circumstances that provide the
prospective subject or the legally authorized representative sufficient opportunity to discuss and consider whether or
not to participate and that minimize the possibility of coercion or undue influence.

(c) The information that is given to the subject or the legally authorized representative shall be in
language understandable to the subject or the legally authorized representative.

(d) The prospective subject or the legally authorized representative must be provided with the
information that a reasonable person would want to have in order to make an informed decision about whether to
participate, and an opportunity to discuss that information.

(e) (1) Informed consent must begin with a concise and focused presentation of the key
information that is most likely to assist a prospective subject or legally authorized representative in understanding
the reasons why one might or might not want to participate in the research. This part of the informed consent must be
organized and presented in a way that facilitates comprehension.

(2) Informed consent as a whole must present information in sufficient detail relating to the
research, and must be organized and presented in a way that does not merely provide lists of isolated facts,
but rather facilitates the prospective subject’s or legally authorized representative’s understanding of the
reasons why one might or might not want to participate.

(f) No informed consent, whether oral or written,  may include any exculpatory language through
which the subject or the legally authorized 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.

§ 50.21 [Reserved]

§ 50.23 Exception from general requirements.

(a) 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 (a) 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.



(c) 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) Under 10 U.S.C. 1107(f) the President may waive the prior consent requirement for the
administration of an investigational new drug to a member of the armed forces in connection with the
member’s participation in a particular military operation. The statute specifies that only the President may
waive informed consent in this connection and the President may grant such a waiver only if the President
determines in writing that obtaining consent: Is not feasible; is contrary to the best interests of the military
member; or is not in the interests of national security. The statute further provides that in making a
determination to waive prior informed consent on the ground that it is not feasible or the ground that it is
contrary to the best interests of the military members involved, the President shall apply the standards and
criteria that are set forth in the relevant FDA regulations for a waiver of the prior informed consent
requirements of section 505(i)(4) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355(i)(4)).
Before such a determination may be made that obtaining informed consent from military personnel prior to
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) and limited
to specific military personnel involved in a particular military operation is not feasible or is contrary to the
best interests of the military members involved the Secretary of Defense must first request such a
determination from the President, and certify and document to the President that the following standards
and criteria contained in paragraphs (d)(1) through (d)(4) of this section have been met.

(i) The extent and strength of evidence of the safety and effectiveness of the
investigational new drug in relation to the medical risk that could be encountered during the
military operation supports the drug’s administration under an IND.

(ii) The military operation presents a substantial risk that military personnel may be
subject to a chemical, biological, nuclear, or other exposure likely to produce death or serious or
life-threatening injury or illness.

(iii) There is no available satisfactory alternative therapeutic or preventive treatment
in relation to the intended use of the investigational new drug.

(iv) Conditioning use of the investigational new drug on the voluntary participation
of each member could significantly risk the safety and health of any individual member who would
decline its use, the safety of other military personnel, and the accomplishment of the military
mission.

(v) A duly constituted institutional review board (IRB) established and operated in
accordance with the requirements of paragraphs (d)(2) and (d)(3) of this section, responsible for
review of the study, has reviewed and approved the investigational new drug protocol and the
administration of the investigational new drug without informed consent. DOD’s request is to
include the documentation required by § 56.115(a)(2) of this chapter.

(vi) DOD has explained:
(A) The context in which the investigational drug will be administered, e.g.,

the setting or whether it will be self-administered or it will be administered by a health
professional;

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

(C) To the extent there are existing data or information available,
information on conditions that could alter the effects of the investigational drug.
(vii) DOD’s recordkeeping system is capable of tracking and will be used to track the

proposed treatment from supplier to the individual recipient.
(viii) Each member involved in the military operation will be given, prior to the

administration of the investigational new drug, a specific written information sheet (including
information required by 10 U.S.C. 1107(d)) concerning the investigational new drug, the risks and
benefits of its use, potential side effects, and other pertinent information about the appropriate use
of the product.

(ix) Medical records of members involved in the military operation will accurately
document the receipt by members of the notification required by paragraph (d)(1)(viii) of this
section.



(x) Medical records of members involved in the military operation will accurately
document the receipt by members of any investigational new drugs in accordance with FDA
regulations including part 312 of this chapter.

(xi) DOD will provide adequate followup to assess whether there are beneficial or
adverse health consequences that result from the use of the investigational product.

(xii) DOD is pursuing drug development, including a time line, and marketing
approval with due diligence.

(xiii) FDA has concluded that the investigational new drug protocol may proceed
subject to a decision by the President on the informed consent waiver request.

(xiv) DOD will provide training to the appropriate medical personnel and potential
recipients on the specific investigational new drug to be administered prior to its use.

(xv) DOD has stated and justified the time period for which the waiver is needed, not
to exceed one year, unless separately renewed under these standards and criteria.

(xvi) DOD shall have a continuing obligation to report to the FDA and to the
President any changed circumstances relating to these standards and criteria (including the time
period referred to in paragraph (d)(1)(xv) of this section) or that otherwise might affect the
determination to use an investigational new drug without informed consent.

(xvii) DOD is to provide public notice as soon as practicable and consistent with
classification requirements through notice in the Federal Register describing each waiver of
informed consent determination, a summary of the most updated scientific information on the
products used, and other pertinent information.

(xviii) Use of the investigational drug without informed consent otherwise conforms
with applicable law.
(2) The duly constituted institutional review board, described in paragraph (d)(1)(v) of this

section, must include at least 3 nonaffiliated members who shall not be employees or officers of the Federal
Government (other than for purposes of membership on the IRB) and shall be required to obtain any
necessary security clearances. This IRB shall review the proposed IND protocol at a convened meeting at
which a majority of the members are present including at least one member whose primary concerns are in
nonscientific areas and, if feasible, including a majority of the nonaffiliated members. The information
required by § 56.115(a)(2) of this chapter is to be provided to the Secretary of Defense for further review.

(3) The duly constituted institutional review board, described in paragraph (d)(1)(v) of this
section, must review and approve:

(i) The required information sheet;
(ii) The adequacy of the plan to disseminate information, including distribution of

the information sheet to potential recipients, on the investigational product (e.g., in forms other
than written);

(iii) The adequacy of the information and plans for its dissemination to health care
providers, including potential side effects, contraindications, potential interactions, and other
pertinent considerations; and

(iv) An informed consent form as required by part 50 of this chapter, in those
circumstances in which DOD determines that informed consent may be obtained from some or all
personnel involved.
(4) DOD is to submit to FDA summaries of institutional review board meetings at which the

proposed protocol has been reviewed.
(5) Nothing in these criteria or standards is intended to preempt or limit FDA’s and DOD’s

authority or obligations under applicable statutes and regulations.

(e) (1) Obtaining informed consent for investigational in vitro diagnostic devices used to identify
chemical, biological, radiological, or nuclear agents will be deemed feasible unless, before use of the test
article, both the investigator (e.g., clinical laboratory director or other responsible individual) and a
physician who is not otherwise participating in the clinical investigation make the determinations and later
certify in writing all of the following:

(i) The human subject is confronted by a life-threatening situation necessitating the
use of the investigational in vitro diagnostic device to identify a chemical, biological, radiological,
or nuclear agent that would suggest a terrorism event or other public health emergency.

(ii) Informed consent cannot be obtained from the subject because:



(A) There was no reasonable way for the person directing that the specimen
be collected to know, at the time the specimen was collected, that there would be a need
to use the investigational in vitro diagnostic device on that subject’s specimen; and

(B) Time is not sufficient to obtain consent from the subject without risking
the life of the subject.

(iii) Time is not sufficient to obtain consent from the subject’s legally authorized
representative.

(iv) There is no cleared or approved available alternative method of diagnosis, to
identify the chemical, biological, radiological, or nuclear agent that provides an equal or greater
likelihood of saving the life of the subject.

(2) If use of the investigational device is, in the opinion of the investigator (e.g., clinical
laboratory director or other responsible person), required to preserve the life of the subject, and time is not
sufficient to obtain the independent determination required in paragraph (e)(1) of this section in advance of
using the investigational device, the determinations of the investigator shall be made and, within 5 working
days after the use of the device, be reviewed and evaluated in writing by a physician who is not
participating in the clinical investigation.

(3) The investigator must submit the written certification of the determinations made by the
investigator and an independent physician required in paragraph (e)(1) or (e)(2) of this section to the IRB
and FDA within 5 working days after the use of the device.

(4) An investigator must disclose the investigational status of the in vitro diagnostic device
and what is known about the performance characteristics of the device in the report to the subject’s health
care provider and in any report to public health authorities. The investigator must provide the IRB with the
information required in § 50.25 (except for the information described in § 50.25(a)(8)) and the procedures
that will be used to provide this information to each subject or the subject’s legally authorized
representative at the time the test results are provided to the subject’s health care provider and public health
authorities.

(5) The IRB is responsible for ensuring the adequacy of the information required in section
50.25 (except for the information described in § 50.25(a)(8)) and for ensuring that procedures are in place
to provide this information to each subject or the subject’s legally authorized representative.

(6) No State or political subdivision of a State may establish or continue in effect any law,
rule, regulation or other requirement that informed consent be obtained before an investigational in vitro
diagnostic device may be used to identify chemical, biological, radiological, or nuclear agent in suspected
terrorism events and other potential public health emergencies that is different from, or in addition to, the
requirements of this regulation.

§ 50.24 Exception from informed consent requirements for emergency research.

(a) The IRB responsible for the review, approval, and continuing review of the clinical investigation
described in this section may approve that investigation without requiring that informed consent of all research
subjects be obtained if the IRB (with the concurrence of a licensed physician who is a member of or consultant to the
IRB and who is not otherwise participating in the clinical investigation) finds and documents each of the following:

(1) The human subjects are in a life-threatening situation, available treatments are unproven
or unsatisfactory, and the collection of valid scientific evidence, which may include evidence obtained
through randomized placebo-controlled investigations, is necessary to determine the safety and
effectiveness of particular interventions.

(2) Obtaining informed consent is not feasible because:
(i) The subjects will not be able to give their informed consent as a result of their

medical condition;
(ii) The intervention under investigation must be administered before consent from

the subjects’ legally authorized representatives is feasible; and
(iii) There is no reasonable way to identify prospectively the individuals likely to

become eligible for participation in the clinical investigation.



(3) Participation in the research holds out the prospect of direct benefit to the subjects
because:

(i) Subjects are facing a life-threatening situation that necessitates intervention;
(ii) Appropriate animal and other preclinical studies have been conducted, and the

information derived from those studies and related evidence support the potential for the
intervention to provide a direct benefit to the individual subjects; and

(iii) Risks associated with the investigation are reasonable in relation to what is
known about the medical condition of the potential class of subjects, the risks and benefits of
standard therapy, if any, and what is known about the risks and benefits of the proposed
intervention or activity.
(4) The clinical investigation could not practicably be carried out without the waiver.
(5) The proposed investigational plan defines the length of the potential therapeutic window

based on scientific evidence, and the investigator has committed to attempting to contact a legally
authorized representative for each subject within that window of time and, if feasible, to asking the legally
authorized representative contacted for consent within that window rather than proceeding without consent.
The investigator will summarize efforts made to contact legally authorized representatives and make this
information available to the IRB at the time of continuing review.

(6) The IRB has reviewed and approved informed consent procedures and an informed
consent document consistent with § 50.25this part. These procedures and the informed consent document
are to be used with subjects or their legally authorized representatives in situations where use of such
procedures and documents is feasible. The IRB has reviewed and approved procedures and information to
be used when providing an opportunity for a family member to object to a subject’s participation in the
clinical investigation consistent with paragraph (a)(7)(v) of this section.

(7) Additional protections of the rights and welfare of the subjects will be provided,
including, at least:

(i) Consultation (including, where appropriate, consultation carried out by the IRB)
with representatives of the communities in which the clinical investigation will be conducted and
from which the subjects will be drawn;

(ii) Public disclosure to the communities in which the clinical investigation will be
conducted and from which the subjects will be drawn, prior to initiation of the clinical
investigation, of plans for the investigation and its risks and expected benefits;

(iii) Public disclosure of sufficient information following completion of the clinical
investigation to apprise the community and researchers of the study, including the demographic
characteristics of the research population, and its results;

(iv) Establishment of an independent data monitoring committee to exercise
oversight of the clinical investigation; and

(v) If obtaining informed consent is not feasible and a legally authorized
representative is not reasonably available, the investigator has committed, if feasible, to attempting
to contact within the therapeutic window the subject’s family member who is not a legally
authorized representative, and asking whether he or she objects to the subject’s participation in the
clinical investigation. The investigator will summarize efforts made to contact family members and
make this information available to the IRB at the time of continuing review.

(b) The IRB is responsible for ensuring that procedures are in place to inform, at the earliest feasible
opportunity, each subject, or if the subject remains incapacitated, a legally authorized representative of the subject,
or if such a representative is not reasonably available, a family member, of the subject’s inclusion in the clinical
investigation, the details of the investigation and other information contained in the informed consent document. The
IRB shall also ensure that there is a procedure to inform the subject, or if the subject remains incapacitated, a legally
authorized representative of the subject, or if such a representative is not reasonably available, a family member, that
he or she may discontinue the subject’s participation at any time without penalty or loss of benefits to which the
subject is otherwise entitled. If a legally authorized representative or family member is told about the clinical
investigation and the subject’s condition improves, the subject is also to be informed as soon as feasible. If a subject
is entered into a clinical investigation with waived consent and the subject dies before a legally authorized
representative or family member can be contacted, information about the clinical investigation is to be provided to
the subject’s legally authorized representative or family member, if feasible.



(c) The IRB determinations required by paragraph (a) of this section and the documentation required
by paragraph (e) of this section are to be retained by the IRB for at least 3 years after completion of the clinical
investigation, and the records shall be accessible for inspection and copying by FDA in accordance with § 56.115(b)
of this chapter.

(d) Protocols involving an exception to the informed consent requirement under this section must be
performed under a separate investigational new drug application (IND) or investigational device exemption (IDE)
that clearly identifies such protocols as protocols that may include subjects who are unable to consent. The
submission of those protocols in a separate IND/IDE is required even if an IND for the same drug product or an IDE
for the same device already exists. Applications for investigations under this section may not be submitted as
amendments under §§ 312.30 or 812.35 of this chapter.

(e) If an IRB determines that it cannot approve a clinical investigation because the investigation does
not meet the criteria in the exception provided under paragraph (a) of this section or because of other relevant ethical
concerns, the IRB must document its findings and provide these findings promptly in writing to the clinical
investigator and to the sponsor of the clinical investigation. The sponsor of the clinical investigation must promptly
disclose this information to FDA and to the sponsor’s clinical investigators who are participating or are asked to
participate in this or a substantially equivalent clinical investigation of the sponsor, and to other IRB’s that have
been, or are, asked to review this or a substantially equivalent investigation by that sponsor.

§ 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 or legally authorized representative:

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

(2) A description of any reasonably foreseeable risks or discomforts to the subject.
(3) A description of any benefits to the subject or to others whichthat may reasonably be

expected from the research.
(4) A disclosure of appropriate alternative procedures or courses of treatment, if any, that

might be advantageous to the subject.
(5) A statement describing the extent, if any, to which confidentiality of records identifying

the subject will be maintained and that notes the possibility that the Food and Drug Administration may
inspect the records.

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

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

(8) A statement that participation is voluntary, 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.

(9) A description of how information or biospecimens may be used for future research or
distributed to another investigator for future research.

(b) Additional elements of informed consent. When appropriate, one or more of the following
elements of information shall also be provided to each subject or legally authorized representative:

(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) whichthat are currently unforeseeable.

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

(3) Any additional costs to the subject that may result from participation in the research.
(4) The consequences of a subject’s decision to withdraw from the research and procedures

for orderly termination of participation by the subject.



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

(6) The approximate number of subjects involved in the study.
(7) A statement that the subject’s biospecimens (even if identifiers are removed) may be used

for commercial profit and whether the subject will or will not share in this commercial profit;
(8) A statement regarding whether clinically relevant research results, including individual

research results, will be disclosed to subjects, and if so, under what conditions; and
(9) For research involving biospecimens, whether the research will (if known) or might

include whole genome sequencing (i.e., sequencing of a human germline or somatic specimen with the
intent to generate the genome or exome sequence of that specimen).

(c) Required statement in informed consent documents for applicable clinical trials. When seeking
informed consent for applicable clinical trials, as defined in 42 U.S.C. 282(j)(1)(A), the following statement shall be
provided to each clinical trial subject in informed consent documents and processes. This will notify the clinical trial
subject that clinical trial information has been or will be submitted for inclusion in the clinical trial registry databank
under paragraph (j) of section 402 of the Public Health Service Act. The statement is: “A description of this clinical
trial will be available on http://www.ClinicalTrials.gov, as required by U.S. Law. This Web site will not include
information that can identify you. At most, the Web site will include a summary of the results. You can search this
Web site at any time.”

(d) Preemption. The informed consent requirements in these regulations are not intended to preempt
any applicable Federal, State, or local laws which(including tribal law passed by the official governing body of an
American Indian or Alaska Native tribe) that require additional information to be disclosed in order for informed
consent to be legally effective.

(e) Emergency medical care.  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 (including tribal law passed by the official governing body of an American Indian or
Alaska Native Tribe).

§ 50.27 Documentation of informed consent.

(a) Except as provided in § 56.109(c) of this chapter, informed consent shall be documented by the
use of a written consent form approved by the IRB and signed and dated (including in an electronic format) by the
subject or the subject’s legally authorized representative at the time of consent. A written copy shall be given to the
person signing the informed consent form.

(b) Except as provided in § 56.109(c) of this chapter, the consent form may be either of the following:
(1) A written consent document that embodies the elements of informed consent required by

§ 50.25. This form that meets the requirements of this part. The investigator shall give either the subject or
the subject’s legally authorized representative adequate opportunity to read the informed consent form
before it is signed; alternatively, 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.

(2) A short form written informed consent documentform stating that the elements of
informed consent required by § 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,
theThe key information required by § 50.20 must be presented first to the subject or the subject’s legally
authorized representative, before other information, if any, is provided. The IRB shall approve a written
summary of what is to be said to the subject or the legally authorized representative. When this method is
used, there shall be a witness to the oral presentation. Only the short form itself is to be signed by the
subject or the subject’s legally authorized 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 subject’s legally authorized
representative, in addition to a copy of the short form.



§ 50.50 IRB duties.

In addition to other responsibilities assigned to IRBs under this part and part 56 of this chapter, each IRB must
review clinical investigations involving children as subjects covered by this subpart D and approve only those
clinical investigations that satisfy the criteria described in § 50.51, § 50.52, or § 50.53 and the conditions of all other
applicable sections of this subpart D.

§ 50.51 Clinical investigations not involving greater than minimal risk.

Any clinical investigation within the scope described in §§ 50.1 and 56.101 of this chapter in which no greater than
minimal risk to children is presented may involve children as subjects only if the IRB finds that:

(a) No greater than minimal risk to children is presented; and

(b) Adequate provisions are made for soliciting the assent of the children and the permission of their
parents or guardians as set forth in § 50.55.

§ 50.52 Clinical investigations involving greater than minimal risk but presenting the prospect of direct benefit to
individual subjects.

Any clinical investigation within the scope described in §§ 50.1 and 56.101 of this chapter in which more than
minimal risk to children is presented by an intervention or procedure that holds out the prospect of direct benefit for
the individual subject, or by a monitoring procedure that is likely to contribute to the subject’s well-being, may
involve children as subjects only if the IRB finds that:

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

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

(c) Adequate provisions are made for soliciting the assent of the children and permission of their
parents or guardians as set forth in § 50.55.

§ 50.53 Clinical investigations greater than minimal risk and no prospect of direct benefit to individual
subjects, but likely to yield generalizable knowledge about the subjects’ disorder or condition.

Any clinical investigation within the scope described in §§ 50.1 and 56.101 of this chapter in which more than
minimal risk to children is presented by an intervention or procedure that does not hold out the prospect of direct
benefit for the individual subject, or by a monitoring procedure that is not likely to contribute to the well-being of
the subject, may involve children as subjects only if the IRB finds that:

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

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

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

(d) Adequate provisions are made for soliciting the assent of the children and permission of their
parents or guardians as set forth in § 50.55.

§ 50.54 Clinical investigations not otherwise approvable that present an opportunity to understand, prevent, or
alleviate a serious problem affecting the health or welfare of children.



If an IRB does not believe that a clinical investigation within the scope described in §§ 50.1 and 56.101 of this
chapter and involving children as subjects meets the requirements of § 50.51, § 50.52, or § 50.53, the clinical
investigation may proceed only if:

(a) The IRB finds that the clinical investigation presents a reasonable opportunity to further the
understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children; and

(b) The Commissioner of Food and Drugs, after consultation with a panel of experts in pertinent
disciplines (for example: science, medicine, education, ethics, law) and following opportunity for public review and
comment, determines either:

(1) That the clinical investigation in fact satisfies the conditions of § 50.51, § 50.52, or §
50.53, as applicable, or

(2) That the following conditions are met:
(i) The clinical investigation presents a reasonable opportunity to further the

understanding, prevention, or alleviation of a serious problem affecting the health or welfare of
children;

(ii) The clinical investigation will be conducted in accordance with sound ethical
principles; and

(iii) Adequate provisions are made for soliciting the assent of children and the
permission of their parents or guardians as set forth in § 50.55.

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

(a) In addition to the determinations required under other applicable sections of this subpart D, the
IRB must determine that adequate provisions are made for soliciting the assent of the children when in the judgment
of the IRB the children are capable of providing assent.

(b) In determining whether children are capable of providing assent, the IRB must take into account
the ages, maturity, and psychological state of the children involved. This judgment may be made for all children to
be involved in clinical investigations under a particular protocol, or for each child, as the IRB deems appropriate.

(c) The assent of the children is not a necessary condition for proceeding with the clinical
investigation if the IRB determines:

(1) That the capability of some or all of the children is so limited that they cannot reasonably
be consulted, or

(2) That the intervention or procedure involved in the clinical investigation holds out a
prospect of direct benefit that is important to the health or well-being of the children and is available only in
the context of the clinical investigation.

(d) Even where the IRB determines that the subjects are capable of assenting, the IRB may still waive
the assent requirement if it finds and documents that:

(1) The clinical investigation involves no more than minimal risk to the subjects;
(2) The waiver will not adversely affect the rights and welfare of the subjects;
(3) The clinical investigation could not practicably be carried out without the waiver; and
(4) Whenever appropriate, the subjects will be provided with additional pertinent information

after participation.

(e) In addition to the determinations required under other applicable sections of this subpart D, the
IRB must determine, in accordance with and to the extent that consent is required under part 50, that the permission
of each child’s parents or guardian is granted.

(1) Where parental permission is to be obtained, the IRB may find that the permission of one
parent is sufficient for clinical investigations to be conducted under § 50.51 or § 50.52.

(2) Where clinical investigations are covered by § 50.53 or § 50.54 and permission is to be
obtained from parents, both parents must give their permission unless one parent is deceased, unknown,
incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and



custody of the child.

(f) Permission by parents or guardians must be documented in accordance with and to the extent
required by § 50.27.

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

§ 50.56 Wards.

(a) Children who are wards of the State or any other agency, institution, or entity can be included in
clinical investigations approved under § 50.53 or § 50.54 only if such clinical investigations are:

(1) Related to their status as wards; or
(2) Conducted in schools, camps, hospitals, institutions, or similar settings in which the

majority of children involved as subjects are not wards.

(b) If the clinical investigation is approved under paragraph (a) of this section, the IRB must require
appointment of an advocate for each child who is a ward.

(1) The advocate will serve in addition to any other individual acting on behalf of the child as
guardian or in loco parentis.

(2) One individual may serve as advocate for more than one child.
(3) The advocate must be an individual who has the background and experience to act in, and

agrees to act in, the best interest of the child for the duration of the child’s participation in the clinical
investigation.

(4) The advocate must not be associated in any way (except in the role as advocate or
member of the IRB) with the clinical investigation, the investigator(s), or the guardian organization.



21 C.F.R. Part 56 – Institutional Review Boards

Authority: 21 U.S.C. 321, 343, 346, 346a, 348, 350a, 350b, 351, 352, 353, 355, 360, 360c-360f, 360h, 360i, 360j,
360hh-360pp, 360rr-360ss, 371, 379e, 381; 42 U.S.C. 216, 241, 262.

§ 56.101 Scope.

(a) 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) 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 foods, including dietary
supplements, that bear a nutrient content claim or a health claim, infant formulas, 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.

(b) References in this part to regulatory sections of the Code of Federal Regulations are to chapter I of
title 21, unless otherwise noted.

§ 56.102 Definitions.

As used in this part:
(a) [Reserved]

(a) 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)).

(b) 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 § 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 §
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 Federal Food, Drug, and Cosmetic aAct.

(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.

(10) An application for a biologics license, described in part 601 of this chapter.
(11) 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 of this chapter.

(12) An Application for an Investigational Device Exemption, described in part 812.
(13) Data and information regarding a medical device for human use submitted as part of the

procedures for classifying such devices, described in part 860.



(14) 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.

(15) An application for premarket approval of a medical device for human use, described in
section 515 of the Federal Food, Drug, and Cosmetic aAct.

(16) A product development protocol for a medical device for human use, described in section
515 of the Federal Food, Drug, and Cosmetic aAct.

(17) 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 53584 of the
Public Health ServiceFederal Food, Drug, and Cosmetic Act.

(18) 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 § 1010.4.

(19) 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 § 1010.5.

(20) 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.

(21) Data and information about a clinical study of an infant formula when submitted as part
of an infant formula notification under section 412(c) of the Federal Food, Drug, and Cosmetic Act.

(22) Data and information submitted in a petition for a nutrient content claim, described in §
101.69 of this chapter, and for a health claim, described in § 101.70 of this chapter.

(23) Data and information from investigations involving children submitted in a new dietary
ingredient notification, described in § 190.6 of this chapter.

(c) 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) or 520(g) of the Federal Food, Drug, and Cosmetic aAct, or need not meet the requirements for prior
submission to the Food and Drug Administration under these sections of the Federal Food, Drug, and Cosmetic
aAct, 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.

(e) 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.

(f) 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 Federal Food, Drug, and Cosmetic aAct is deemed to be
synonymous with the term institution for purposes of this part.

(g) 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 Federal Food, Drug, and Cosmetic aAct.

(h) 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.

(i) Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the
research are not greater in and of themselves than those ordinarily encountered in daily life or during the
performance of routine physical or psychological examinations or tests.



(j) 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.

(k) 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.

(l) 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 Federal Food, Drug, and Cosmetic aAct or under sections 351 or 354–360F of the Public Health Service Act (42
U.S.C. 262).

(m) IRB approval means the determination of the IRB that the clinical investigation has been reviewed
and may be conducted at an institution within the constraints set forth by the IRB and by other institutional and
Federal requirements.

(n) Written or in writing means writing on a tangible medium (e.g., paper) or in an electronic format.

§ 56.103 Circumstances in which IRB review is required.

(a) Except as provided in §§ 56.104 and 56.105, any clinical investigation whichthat must meet the
requirements for prior submission (as required in parts 312, and 812, and 813 of this chapter) 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.

(b) Except as provided in §§ 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.

(c) Compliance with these regulations will in no way render inapplicable pertinent Federal, State, or
local laws or regulations (including tribal law passed by the official governing body of an American Indian or Alaska
Native tribe) that may otherwise be applicable and that provide additional protections for human subjects.

§ 56.104 Exemptions from IRB requirement.

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

(a) 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.

(b) 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.

(c) 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.



(d) Taste and food quality evaluations and consumer acceptance studies, if wholesome foods without
additives are consumed or if a food is consumed that contains a food 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 or approved by the Environmental Protection Agency or the Food Safety and
Inspection Service of the U.S. Department of Agriculture.

§ 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.

§ 56.106 Registration.

(a) Who must register? Each IRB in the United States that reviews clinical investigations regulated by
FDA under sections 505(i) or 520(g) of the act and each IRB in the United States that reviews clinical investigations
that are intended to support applications for research or marketing permits for FDA–regulated products must register
at a site maintained by the Department of Health and Human Services (HHS). (A research permit under section
505(i) of the act is usually known as an investigational new drug application (IND), while a research permit under
section 520(g) of the act is usually known as an investigational device exemption (IDE).) An individual authorized
to act on the IRB’s behalf must submit the registration information. All other IRBs may register voluntarily.

(b) What information must an IRB register? Each IRB must provide the following information:

(1) The name, mailing address, and street address (if different from the mailing address) of
the institution operating the IRB and the name, mailing address, phone number, facsimile number, and
electronic mail address of the senior officer of that institution who is responsible for overseeing activities
performed by the IRB;

(2) The IRB’s name, mailing address, street address (if different from the mailing address),
phone number, facsimile number, and electronic mail address; each IRB chairperson’s name, phone
number, and electronic mail address; and the name, mailing address, phone number, facsimile number, and
electronic mail address of the contact person providing the registration information.

(3) The approximate number of active protocols involving FDA–regulated products
reviewed. For purposes of this rule, an “active protocol” is any protocol for which an IRB conducted an
initial review or a continuing review at a convened meeting or under an expedited review procedure during
the preceding 12 months; and

(4) A description of the types of FDA–regulated products (such as biological products, color
additives, food additives, human drugs, or medical devices) involved in the protocols that the IRB reviews.

(c) When must an IRB register? Each IRB must submit an initial registration. The initial registration
must occur before the IRB begins to review a clinical investigation described in paragraph (a) of this section. Each
IRB must renew its registration every 3 years. IRB registration becomes effective after review and acceptance by
HHS.

(d) Where can an IRB register? Each IRB may register electronically through
http://ohrp.cit.nih.gov/efile. If an IRB lacks the ability to register electronically, it must send its registration
information, in writing, to the Office of Good Clinical Practice, Office of Special Medical Programs, Food and Drug
Administration, 10903 New Hampshire Ave., Bldg. 32, Rm. 5129, Silver Spring, MD 20993.

(e) How does an IRB revise its registration information? If an IRB’s contact or chair person
information changes, the IRB must revise its registration information by submitting any changes in that information
within 90 days of the change. An IRB’s decision to review new types of FDA–regulated products (such as a decision
to review studies pertaining to food additives whereas the IRB previously reviewed studies pertaining to drug
products), or to discontinue reviewing clinical investigations regulated by FDA is a change that must be reported
within 30 days of the change. An IRB’s decision to disband is a change that must be reported within 30 days of



permanent cessation of the IRB’s review of research. All other information changes may be reported when the IRB
renews its registration. The revised information must be sent to FDA either electronically or in writing in accordance
with paragraph (d) of this section.

§ 56.107 IRB membership.

 (a) 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 (professional competence), and the diversity of theits members,
including consideration of race, gender, cultural backgrounds, 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 the specific research activities, theThe IRB shall be able
to ascertain the acceptability of proposed research in terms of institutional commitments (including policies and
resources) 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 that is vulnerable to coercion or undue influence, such as children, prisoners,
pregnant women, or handicapped or mentally disabledindividuals with impaired decision-making capacity, or
economically or educationally disadvantaged persons, consideration shall be given to the inclusion of one or more
individuals who are knowledgeable about and experienced in working with thoese categories of subjects.

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

(cb) Each IRB shall include at least one member whose primary concerns are in the scientific areas
and at least one member whose primary concerns are in nonscientific areas.

(dc) 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.

(ed) 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.

(fe) An IRB may, in its discretion, invite individuals with competence in special areas to assist in the
review of complex issues whichthat require expertise beyond or in addition to that available on the IRB. These
individuals may not vote with the IRB.

§ 56.108 IRB functions and operations.

(a) In order to fulfill the requirements of these regulations, each IRB shall:
(1) [Reserved]
(2) Prepare and maintain a current list of the IRB members identified by name; earned

degrees; representative capacity; indications of experience such as board certifications or licenses sufficient
to describe each member’s chief anticipated contributions to IRB deliberations; and any employment or
other relationship between each member and the institution, for example, full-time employee, part-time
employee, member of governing panel or board, stockholder, paid or unpaid consultant;

(3) Establish and follow written procedures for:
(ai) Follow written procedures: (1) For cConducting its initial and continuing review

of research and for reporting its findings and actions to the investigator and the institution;
(2ii) for dDetermining which projects require review more often than annually and which

projects need verification from sources other than the investigator that no material changes have
occurred since previous IRB review;

(3iii) for eEnsuring prompt reporting to the IRB of proposed changes in a
research activity; and (4) for ensuring 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 whereinvestigators will conduct the research activity in accordance with the terms of the



IRB approval until any proposed changes have been reviewed and approved by the IRB, except
when necessary to eliminate apparent immediate hazards to the human subjects.
(b4) Establish and Ffollow written procedures for ensuring prompt reporting to the IRB,

appropriate institutional officials, and the Food and Drug Administration of:
(1i) Any unanticipated problems involving risks to human subjects or others; (2), or

any instance of serious or continuing noncompliance with these regulations or the requirements or
determinations of the IRB; or and

(3iii) any suspension or termination of IRB approval.

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

§ 56.109 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 these regulations.

(b) An IRB shall require that information given to subjects or legally authorized representatives, when
appropriate, as part of informed consent is in accordance with § 50.25 of this chapter. The IRB may require that
information, in addition to that specifically mentioned in § 50.25 of this chapter, 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.

(c) An IRB shall require documentation of informed consent in accordance with § 50.27 of this
chapter, except as follows:

(1) 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; or

(2) The IRB may, for some or all subjects, find that the requirements in § 50.24 of this
chapter for an exception from informed consent for emergency research are met.

(3) The IRB may waive documentation of informed consent if it finds that the subjects or
legally authorized representatives are members of a distinct cultural group or community in which signing
forms is not the norm, that the research presents no more than minimal risk of harm to subjects, and
provided there is an appropriate alternative mechanism for documenting that informed consent was
obtained.

(d) In cases where the documentation requirement is waived under paragraph (c)(1) or (3) of this
section, the IRB may require the investigator to provide subjects or legally authorized representatives with a written
statement regarding the research.

(e) 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. For
investigations involving an exception to informed consent under § 50.24 of this chapter, an IRB shall promptly
notify in writing the investigator and the sponsor of the research when an IRB determines that it cannot approve the
research because it does not meet the criteria in the exception provided under § 50.24(a) of this chapter or because
of other relevant ethical concerns. The written notification shall include a statement of the reasons for the IRB’s
determination.

(f) 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 except as described in paragraph (g) of this
section.



(g) Unless an IRB determines otherwise, continuing review of research is not required for research
that has progressed to the point that it involves only one or both of the following, which are part of the
IRB-approved study:

(1) Data analysis, including analysis of identifiable private information or identifiable
biospecimens, or

(2) Accessing followup clinical data from procedures that subjects would undergo as part of
clinical care.
(h) An IRB shall have authority to observe or have a third party observe the consent process

and the research.

(gi) An IRB shall provide in writing to the sponsor of research involving an exception to informed
consent under § 50.24 of this chapter a copy of information that has been publicly disclosed under § 50.24(a)(7)(ii)
and (a)(7)(iii) of this chapter. The IRB shall provide this information to the sponsor promptly so that the sponsor is
aware that such disclosure has occurred. Upon receipt, the sponsor shall provide copies of the information disclosed
to FDA.

(hj) When some or all of the subjects in a study are children, an IRB must determine that the
research study is in compliance with part 50, subpart D of this chapter, at the time of its initial review of the
research. When some or all of the subjects in a study that was ongoing on April 30, 2001, are children, an IRB
must conduct a review of the research to determine compliance with part 50, subpart D of this chapter, either at
the time of continuing review or, at the discretion of the IRB, at an earlier date.

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

(a) 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) (1) An IRB may use the expedited review procedure to review either or both of the following:
(1i) Some or all of the research appearing on the list described in paragraph (a)

of this section and found by the reviewer(s) to involve no more than minimal risk, ;
(2ii) mMinor changes in previously approved research during the period (of 1 year

or less) for which approval is authorized.
(2) Under an expedited review procedure, the review may be carried out by the IRB

chairperson or by one or more experienced reviewers designated by the IRB chairperson from among the
members of the IRB. In reviewing the research, the reviewers may exercise all of the authorities of the IRB
except that the reviewers may not disapprove the research. A research activity may be disapproved only
after review in accordance with the nonexpedited review procedure set forth in § 56.108(cb).
(c) Each IRB whichthat uses an expedited review procedure shall adopt a method for keeping all

members advised of research proposals whichthat 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.

§ 56.111 Criteria for IRB approval of research.

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

(1) Risks to subjects are minimized:
(i) By using procedures whichthat are consistent with sound research design

and whichthat do not unnecessarily expose subjects to risk,  and
(ii) wWhenever 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 and. The IRB
should be particularly cognizant of the special problems of research that involvinges a category of subjects
who are vulnerable populationsto coercion or undue influence, such as children, prisoners, pregnant
women, handicapped, or mentally disabled persons,individuals with impaired decision-making capacity, or
economically or educationally disadvantaged persons.

(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 or appropriately waived, in
accordance with and to the extent required by § 50.27 of this chapter.

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

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

(b) When some or all of the subjects, such as children, prisoners, pregnant women, handicapped, or
mentally disabled persons, or economically or educationally disadvantaged persons,  are likely to be vulnerable to
coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or
economically or educationally disadvantaged persons, additional safeguards have been included in the study to
protect the rights and welfare of these subjects.

(c) In order to approve research in which some or all of the subjects are children, an IRB must determine
that all research is in compliance with part 50, subpart D of this chapter.

§ 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.

§ 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.

§ 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.

(a) Cooperative research covered by these regulations is a clinical investigation that involves more
than one institution. In the conduct of cooperative research, each institution is responsible for
safeguarding the rights and welfare of human subjects and for complying with these regulations.

(b) (1) Any institution located in the United States that is participating in cooperative research
must rely upon approval by a single IRB for that portion of the research that is conducted in the United
States.

(2) Research is not subject to paragraph (b)(1) of this section if at least one of the following
criteria is met:



(i) Cooperative research for which more than single IRB review is required by law
(including tribal law passed by the official governing body of an American Indian or Alaska
Native tribe);

(ii) Cooperative research involving a highly specialized FDA-regulated medical
product for which unique, localized expertise is required;

(iii) Cooperative research on drugs that meets the exemptions from an investigational
new drug application under § 312.2(b) of this chapter; or

(iv) Cooperative research on medical devices that meets the abbreviated
requirements under § 812.2(b) of this chapter, or that meets the requirements for exempted
investigations under § 812.2(c) of this chapter.

(c) For research not subject to paragraph (b) of this section, an institution participating in cooperative
research may enter into a joint review arrangement, rely on the review of another IRB, or make similar
arrangements for avoiding duplication of effort.

§ 56.115 IRB records.

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

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

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

(3) Records of continuing review activities, including the rationale for conducting continuing
review of research that otherwise would not require continuing review as described in § 56.109(g).

(4) Copies of all correspondence between the IRB and the investigators.
(5) 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.in the same detail as § 56.108(a)(2).

(6) Written procedures for the IRB as required by § 56.108(a)(3) and (b4).
(7) Statements of significant new findings provided to subjects, as required by § 50.25.
(8) For research that takes place at an institution in which IRB oversight is conducted by an

IRB that is not operated by the institution, documentation specifying the institution’s reliance on the IRB
for oversight of the research and the responsibilities that each entity will undertake to ensure compliance
with the requirements of this part (e.g., in a written agreement between the institution and the IRB, by
implementation of an institution-wide policy directive providing the allocation of responsibilities between
the institution and an IRB that is not affiliated with the institution, or as set forth in a research protocol).

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

(c) 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.

§ 56.120 Lesser administrative actions.

(a) 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.

(b) 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 require the IRB to:

(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; or

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

(c) When the apparent noncompliance creates a significant threat to the rights and welfare of human
subjects, FDA may 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.

(d) 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.

(a) 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 § 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.

(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.

(c) 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 aAgency 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 § 56.123.



§ 56.122 Public disclosure of information regarding revocationdisqualification.

A determination that the Food and Drug AdministrationFDA has disqualified an IRB or an institution and
the administrative record regarding that determination are disclosable to the public under part 20 of this chapter.

§ 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 § 56.121(c).

§ 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.



21 C.F.R. Part 812 – Investigational Device Exemptions

§ 812.150 Reports.

(a) Investigator reports. An investigator shall prepare and submit the following complete, accurate,
and timely reports:

(1) Unanticipated adverse device effects. An investigator shall submit to the sponsor and to
the reviewing IRB a report of any unanticipated adverse device effect occurring during an investigation as
soon as possible, but in no event later than 10 working days after the investigator first learns of the effect.

(2) Withdrawal of IRB approval. An investigator shall report to the sponsor, within 5
working days, a withdrawal of approval by the reviewing IRB of the investigator’s part of an investigation.

(3) Progress. An investigator shall submit progress reports on the investigation to the
sponsor, the monitor, and the reviewing IRB at regular intervals, but in no event less often than yearly. Such
progress reports shall be submitted to the reviewing IRB to the extent that continuing review is required by
part 56 of this chapter.

(4) Deviations from the investigational plan. An investigator shall notify the sponsor and the
reviewing IRB (see § 56.108(a)(3) and (4)) of any deviation from the investigational plan to protect the life
or physical well-being of a subject in an emergency. Such notice shall be given as soon as possible, but in
no event later than 5 working days after the emergency occurred. Except in such an emergency, prior
approval by the sponsor is required for changes in or deviations from a plan, and if these changes or
deviations may affect the scientific soundness of the plan or the rights, safety, or welfare of human subjects,
FDA and IRB in accordance with § 812.35(a) also is required.

(5) Informed consent. If an investigator uses a device without obtaining informed consent,
the investigator shall report such use to the sponsor and the reviewing IRB within 5 working days after the
use occurs.

(6) Final report. An investigator shall, within 3 months after termination or completion of the
investigation or the investigator’s part of the investigation, submit a final report to the sponsor and the
reviewing IRB.

(7) Other. An investigator shall, upon request by a reviewing IRB or FDA, provide accurate,
complete, and current information about any aspect of the investigation.

(b) Sponsor reports. A sponsor shall prepare and submit the following complete, accurate, and timely
reports:

(1) Unanticipated adverse device effects. A sponsor who conducts an evaluation of an
unanticipated adverse device effect under § 812.46(b) shall report the results of such evaluation to FDA and
to all reviewing IRB’s and participating investigators within 10 working days after the sponsor first receives
notice of the effect. Thereafter the sponsor shall submit such additional reports concerning the effect as
FDA requests.

(2) Withdrawal of IRB approval. A sponsor shall notify FDA and all reviewing IRB’s and
participating investigators of any withdrawal of approval of an investigation or a part of an investigation by
a reviewing IRB within 5 working days after receipt of the withdrawal of approval.

(3) Withdrawal of FDA approval. A sponsor shall notify all reviewing IRB’s and
participating investigators of any withdrawal of FDA approval of the investigation, and shall do so within 5
working days after receipt of notice of the withdrawal of approval.

(4) Current investigator list. A sponsor shall submit to FDA, at 6–month intervals, a current
list of the names and addresses of all investigators participating in the investigation. The sponsor shall
submit the first such list 6 months after FDA approval.

(5) Progress reports. At regular intervals, and at least yearly, a sponsor shall submit progress
reports to all reviewing IRB’s. Such progress reports shall be submitted to reviewing IRBs to the extent that
continuing review is required by part 56 of this chapter. In the case of a significant risk device, a sponsor
shall also submit progress reports to FDA at regular intervals, and at least yearly. A sponsor of a treatment
IDE shall submit semi-annual progress reports to all reviewing IRB’s and FDA in accordance with §
812.36(f) and annual progress reports in accordance with this section.



(6) Recall and device disposition. A sponsor shall notify FDA and all reviewing IRB’s of any
request that an investigator return, repair, or otherwise dispose of any units of a device. Such notice shall
occur within 30 working days after the request is made and shall state why the request was made.

(7) Final report. In the case of a significant risk device, the sponsor shall notify FDA within
30 working days of the completion or termination of the investigation and shall submit a final report to
FDA and all reviewing the IRB’s and participating investigators within 6 months after completion or
termination. In the case of a device that is not a significant risk device, the sponsor shall submit a final
report to all reviewing IRB’s within 6 months after termination or completion.

(8) Informed consent. A sponsor shall submit to FDA a copy of any report by an investigator
under paragraph (a)(5) of this section of use of a device without obtaining informed consent, within 5
working days of receipt of notice of such use.

(9) Significant risk device determinations. If an IRB determines that a device is a significant
risk device, and the sponsor had proposed that the IRB consider the device not to be a significant risk
device, the sponsor shall submit to FDA a report of the IRB’s determination within 5 working days after the
sponsor first learns of the IRB’s determination.

(10) Other. A sponsor shall, upon request by a reviewing IRB or FDA, provide accurate,
complete, and current information about any aspect of the investigation.


