§50.20

Subpart B—Informed Consent of
Human Subjects

SOURCE: 46 FR 8951, Jan. 27, 1981, unless
otherwise noted.

§50.20 General requirements for in-
formed consent.

Except as provided in §§50.23 and
50.24, no investigator may involve a
human being as a subject in research
covered by these regulations unless the
investigator has obtained the legally
effective informed consent of the sub-
ject or the subject’s legally authorized
representative. An investigator shall
seek such consent only under cir-
cumstances that provide the prospec-
tive subject or the representative suffi-
cient opportunity to consider whether
or not to participate and that minimize
the possibility of coercion or undue in-
fluence. The information that is given
to the subject or the representative
shall be in language understandable to
the subject or the representative. No
informed consent, whether oral or writ-
ten, may include any exculpatory lan-
guage through which the subject or the
representative is made to waive or ap-
pear to waive any of the subject’s legal
rights, or releases or appears to release
the investigator, the sponsor, the insti-
tution, or its agents from liability for
negligence.

[46 FR 8951, Jan. 27, 1981, as amended at 64
FR 10942, Mar. 8, 1999]

§50.23 Exception from general re-
quirements.

(a) The obtaining of informed consent
shall be deemed feasible unless, before
use of the test article (except as pro-
vided 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 necessi-
tating the use of the test article.

(2) Informed consent cannot be ob-
tained from the subject because of an
inability to communicate with, or ob-
tain legally effective consent from, the
subject.
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(3) Time is not sufficient to obtain
consent from the subject’s legal rep-
resentative.

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

(b) If immediate use of the test arti-
cle is, in the investigator’s opinion, re-
quired to preserve the life of the sub-
ject, and time is not sufficient to ob-
tain the independent determination re-
quired in paragraph (a) of this section
in advance of using the test article, the
determinations of the clinical investi-
gator shall be made and, within 5 work-
ing 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 mem-
ber of the armed forces in connection
with the member’s participation in a
particular military operation. The
statute specifies that only the Presi-
dent may waive informed consent in
this connection and the President may
grant such a waiver only if the Presi-
dent determines in writing that obtain-
ing 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 determina-
tion 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 con-
sent requirements of section 505(i)(4) of
the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355(i)(4)). Before such a
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determination may be made that ob-
taining informed consent from mili-
tary personnel prior to the use of an in-
vestigational drug (including an anti-
biotic or biological product) in a spe-
cific protocol under an investigational
new drug application (IND) sponsored
by the Department of Defense (DOD)
and limited to specific military per-
sonnel involved in a particular mili-
tary operation is not feasible or is con-
trary to the best interests of the mili-
tary members involved the Secretary
of Defense must first request such a de-
termination from the President, and
certify and document to the President
that the following standards and cri-
teria contained in paragraphs (d)(1)
through (d)(4) of this section have been
met.

(i) The extent and strength of evi-
dence of the safety and effectiveness of
the investigational new drug in rela-
tion to the medical risk that could be
encountered during the military oper-
ation supports the drug’s administra-
tion under an IND.

(ii) The military operation presents a
substantial risk that military per-
sonnel 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 satisfac-
tory alternative therapeutic or preven-
tive treatment in relation to the in-
tended use of the investigational new
drug.

(iv) Conditioning use of the inves-
tigational 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 mili-
tary personnel, and the accomplish-
ment of the military mission.

(v) A duly constituted institutional
review board (IRB) established and op-
erated in accordance with the require-
ments 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 inves-
tigational 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:

§50.23

(A) The context in which the inves-
tigational drug will be administered,
e.g., the setting or whether it will be
self-administered or it will be adminis-
tered by a health professional;

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

(C) To the extent there are existing
data or information available, informa-
tion 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 investiga-
tional new drug, a specific written in-
formation sheet (including information
required by 10 TU.S.C. 1107(d)) con-
cerning the investigational new drug,
the risks and benefits of its use, poten-
tial side effects, and other pertinent in-
formation about the appropriate use of
the product.

(ix) Medical records of members in-
volved 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 in-
volved in the military operation will
accurately document the receipt by
members of any investigational new
drugs in accordance with FDA regula-
tions including part 312 of this chapter.

(xi) DOD will provide adequate fol-
lowup to assess whether there are bene-
ficial or adverse health consequences
that result from the use of the inves-
tigational product.

(xii) DOD is pursuing drug develop-
ment, including a time line, and mar-
keting approval with due diligence.

(xiii) FDA has concluded that the in-
vestigational 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 po-
tential recipients on the specific inves-
tigational 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
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separately renewed under these stand-
ards and criteria.

(xvi) DOD shall have a continuing ob-
ligation to report to the FDA and to
the President any changed cir-
cumstances 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 in-
vestigational new drug without in-
formed consent.

(xvii) DOD is to provide public notice
as soon as practicable and consistent
with classification requirements
through notice in the FEDERAL REG-
ISTER describing each waiver of in-
formed consent determination, a sum-
mary of the most updated scientific in-
formation 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)(@)(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 pro-
tocol 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 ma-
jority of the nonaffiliated members.
The information required by
§56.115(a)(2) of this chapter is to be pro-
vided to the Secretary of Defense for
further review.

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

(i) The required information sheet;

(ii) The adequacy of the plan to dis-
seminate information, including dis-
tribution of the information sheet to
potential recipients, on the investiga-
tional product (e.g., in forms other
than written);

(iii) The adequacy of the information
and plans for its dissemination to
health care providers, including poten-
tial side effects, contraindications, po-
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tential interactions, and other perti-
nent considerations; and

(iv) An informed consent form as re-
quired by part 50 of this chapter, in
those circumstances in which DOD de-
termines that informed consent may be
obtained from some or all personnel in-
volved.

(4) DOD is to submit to FDA sum-
maries of institutional review board
meetings at which the proposed pro-
tocol has been reviewed.

(5) Nothing in these criteria or stand-
ards is intended to preempt or limit
FDA’s and DOD’s authority or obliga-
tions under applicable statutes and
regulations.

(e)(1) Obtaining informed consent for
investigational in vitro diagnostic de-
vices used to identify chemical, bio-
logical, radiological, or nuclear agents
will be deemed feasible unless, before
use of the test article, both the investi-
gator (e.g., clinical laboratory director
or other responsible individual) and a
physician who is not otherwise partici-
pating in the clinical investigation
make the determinations and later cer-
tify in writing all of the following:

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

(ii) Informed consent cannot be ob-
tained 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 investiga-
tional in vitro diagnostic device on
that subject’s specimen; and

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

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

(iv) There is no cleared or approved
available alternative method of diag-
nosis, to identify the chemical, biologi-
cal, radiological, or nuclear agent that
provides an equal or greater likelihood
of saving the life of the subject.
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(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 ad-
vance of using the investigational de-
vice, the determinations of the investi-
gator shall be made and, within 5 work-
ing 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
documentation required in paragraph
(e)(1) or (e)(2) of this section to the IRB
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 sub-
ject’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 (ex-
cept 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 sub-
ject’s health care provider and public
health authorities.

(56) The IRB is responsible for ensur-
ing the adequacy of the information re-
quired 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 au-
thorized 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 con-
sent be obtained before an investiga-
tional in vitro diagnostic device may
be used to identify chemical, biologi-
cal, radiological, or nuclear agent in
suspected terrorism events and other
potential public health emergencies

§50.24

that is different from, or in addition to,
the requirements of this regulation.

[46 FR 8951, Jan. 27, 1981, as amended at 55
FR 52817, Dec. 21, 1990; 64 FR 399, Jan. 5, 1999;
64 FR 54188, Oct. 5, 1999; 71 FR 32833, June 7,
2006]

§50.24 Exception from informed con-
sent requirements for emergency
research.

(a) The IRB responsible for the re-
view, approval, and continuing review
of the clinical investigation described
in this section may approve that inves-
tigation without requiring that in-
formed consent of all research subjects
be obtained if the IRB (with the con-
currence 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 treat-
ments 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 effective-
ness 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 investiga-
tion must be administered before con-
sent from the subjects’ legally author-
ized representatives is feasible; and

(iii) There is no reasonable way to
identify prospectively the individuals
likely to become eligible for participa-
tion 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-threat-
ening situation that necessitates inter-
vention;

(ii) Appropriate animal and other
preclinical studies have been con-
ducted, and the information derived
from those studies and related evidence
support the potential for the interven-
tion to provide a direct benefit to the
individual subjects; and

(iii) Risks associated with the inves-
tigation are reasonable in relation to
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