Food and Drug Administration, HHS

does not actually conduct the inves-
tigation, i.e., the test article is admin-
istered or dispensed to or used involv-
ing, a subject under the immediate di-
rection of another individual. A person
other than an individual (e.g., corpora-
tion or agency) that uses one or more
of its own employees to conduct a clin-
ical investigation it has initiated is
considered to be a sponsor (not a spon-
sor-investigator), and the employees
are considered to be investigators.

(f) Sponsor-investigator means an indi-
vidual who both initiates and actually
conducts, alone or with others, a clin-
ical investigation, i.e., under whose im-
mediate direction the test article is ad-
ministered or dispensed to, or used in-
volving, a subject. The term does not
include any person other than an indi-
vidual, e.g., corporation or agency.

(g) Human subject means an indi-
vidual 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 pa-
tient.

(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 act is deemed to be syn-
onymous 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 insti-
tution to review biomedical research
involving humans as subjects, to ap-
prove the initiation of and conduct
periodic review of such research. The
term has the same meaning as the
phrase institutional review committee as
used in section 520(g) of the act.

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

(k) Minimal risk means that the prob-
ability and magnitude of harm or dis-
comfort anticipated in the research are
not greater in and of themselves than
those ordinarily encountered in daily
life or during the performance of rou-
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tine physical or psychological exami-
nations or tests.

() Legally authorized representative
means an individual or judicial or
other body authorized under applicable
law to consent on behalf of a prospec-
tive subject to the subject’s
particpation in the procedure(s) in-
volved in the research.

(m) Family member means any one of
the following legally competent per-
sons: Spouse; parents; children (includ-
ing adopted children); brothers, sisters,
and spouses of brothers and sisters; and
any individual related by blood or af-
finity whose close association with the
subject is the equivalent of a family re-
lationship.

[45 FR 36390, May 30, 1980, as amended at 46
FR 8950, Jan. 27, 1981; 54 FR 9038, Mar. 3, 1989;
56 FR 28028, June 18, 1991; 61 FR 51528, Oct. 2,
1996; 62 FR 39440, July 23, 1997; 64 FR 399, Jan.
5, 1999; 64 FR 56448, Oct. 20, 1999]

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
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§50.23

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.

(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
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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
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
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