
292 

21 CFR Ch. I (4–1–12 Edition) § 50.27 

or fetus, if the subject is or may be-
come pregnant) which are currently 
unforeseeable. 

(2) Anticipated circumstances under 
which the subject’s participation may 
be terminated by the investigator 
without regard to the subject’s con-
sent. 

(3) Any additional costs to the sub-
ject that may result from participation 
in the research. 

(4) The consequences of a subject’s 
decision to withdraw from the research 
and procedures for orderly termination 
of participation by the subject. 

(5) A statement that significant new 
findings developed during the course of 
the research which may relate to the 
subject’s willingness to continue par-
ticipation will be provided to the sub-
ject. 

(6) The approximate number of sub-
jects involved in the study. 

(c) 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 con-
sent 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 state-
ment 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 in-
clude 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) The informed consent require-
ments in these regulations are not in-
tended to preempt any applicable Fed-
eral, State, or local laws which require 
additional information to be disclosed 
for informed consent to be legally ef-
fective. 

(e) Nothing in these regulations is in-
tended to limit the authority of a phy-
sician to provide emergency medical 
care to the extent the physician is per-
mitted to do so under applicable Fed-
eral, State, or local law. 

[46 FR 8951, Jan. 27, 1981, as amended at 76 
FR 270, Jan. 4, 2011] 

§ 50.27 Documentation of informed 
consent. 

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

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

(1) A written consent document that 
embodies the elements of informed 
consent required by § 50.25. This form 
may be read to the subject or the sub-
ject’s legally authorized representa-
tive, but, in any event, the investigator 
shall give either the subject or the rep-
resentative adequate opportunity to 
read it before it is signed. 

(2) A short form written consent docu-
ment stating that the elements of in-
formed consent required by § 50.25 have 
been presented orally to the subject or 
the subject’s legally authorized rep-
resentative. When this method is used, 
there shall be a witness to the oral 
presentation. Also, the IRB shall ap-
prove a written summary of what is to 
be said to the subject or the represent-
ative. Only the short form itself is to 
be signed by the subject or the rep-
resentative. 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 sum-
mary shall be given to the subject or 
the representative in addition to a 
copy of the short form. 

[46 FR 8951, Jan. 27, 1981, as amended at 61 
FR 57280, Nov. 5, 1996] 

Subpart C [Reserved] 

Subpart D—Additional Safeguards 
for Children in Clinical Inves-
tigations 

SOURCE: 66 FR 20598, Apr. 24, 2001, unless 
otherwise noted. 

§ 50.50 IRB duties. 
In addition to other responsibilities 

assigned to IRBs under this part and 
part 56 of this chapter, each IRB must 
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review clinical investigations involving 
children as subjects covered by this 
subpart D and approve only those clin-
ical investigations that satisfy the cri-
teria 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 in-
volving 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 and documents that 
adequate provisions are made for solic-
iting the assent of the children and the 
permission of their parents or guard-
ians as set forth in § 50.55. 

§ 50.52 Clinical investigations involv-
ing 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 mini-
mal 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 moni-
toring procedure that is likely to con-
tribute to the subject’s well-being, may 
involve children as subjects only if the 
IRB finds and documents that: 

(a) The risk is justified by the antici-
pated benefit to the subjects; 

(b) The relation of the anticipated 
benefit to the risk is at least as favor-
able 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 involv-
ing greater than minimal risk and 
no prospect of direct benefit to in-
dividual subjects, but likely to yield 
generalizable knowledge about the 
subjects’ disorder or condition. 

Any clinical investigation within the 
scope described in §§ 50.1 and56.101 of 
this chapter in which more than mini-
mal 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 mon-
itoring procedure that is not likely to 
contribute to the well-being of the sub-
ject, may involve children as subjects 
only if the IRB finds and documents 
that: 

(a) The risk represents a minor in-
crease over minimal risk; 

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

(c) The intervention or procedure is 
likely to yield generalizable knowledge 
about the subjects’ disorder or condi-
tion 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 oth-
erwise approvable that present an 
opportunity to understand, prevent, 
or alleviate a serious problem af-
fecting the health or welfare of chil-
dren. 

If an IRB does not believe that a clin-
ical investigation within the scope de-
scribed in §§ 50.1 and 56.101 of this chap-
ter and involving children as subjects 
meets the requirements of § 50.51, 
§ 50.52, or § 50.53, the clinical investiga-
tion may proceed only if: 

(a) The IRB finds and documents that 
the clinical investigation presents a 
reasonable opportunity to further the 
understanding, prevention, or allevi-
ation 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, deter-
mines 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 
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understanding, prevention, or allevi-
ation 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 as-
sent by children. 

(a) In addition to the determinations 
required under other applicable sec-
tions 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 pro-
viding 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 in-
volved 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 proce-
dure involved in the clinical investiga-
tion holds out a prospect of direct ben-
efit that is important to the health or 
well-being of the children and is avail-
able only in the context of the clinical 
investigation. 

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

(1) The clinical investigation in-
volves no more than minimal risk to 
the subjects; 

(2) The waiver will not adversely af-
fect the rights and welfare of the sub-
jects; 

(3) The clinical investigation could 
not practicably be carried out without 
the waiver; and 

(4) Whenever appropriate, the sub-
jects will be provided with additional 
pertinent information after participa-
tion. 

(e) In addition to the determinations 
required under other applicable sec-
tions of this subpart D, the IRB must 
determine 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, 
if consistent with State law, for clin-
ical investigations to be conducted 
under § 50.51 or § 50.52. 

(2) Where clinical investigations are 
covered by § 50.53 or § 50.54 and permis-
sion is to be obtained from parents, 
both parents must give their permis-
sion unless one parent is deceased, un-
known, incompetent, or not reasonably 
available, or when only one parent has 
legal responsibility for the care and 
custody of the child if consistent with 
State law. 

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

(g) When the IRB determines that as-
sent is required, it must also determine 
whether and how assent must be docu-
mented. 

§ 50.56 Wards. 

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

(1) Related to their status as wards; 
or 

(2) Conducted in schools, camps, hos-
pitals, institutions, or similar settings 
in which the majority of children in-
volved as subjects are not wards. 

(b) If the clinical investigation is ap-
proved under paragraph (a) of this sec-
tion, the IRB must require appoint-
ment of an advocate for each child who 
is a ward. 

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

(2) One individual may serve as advo-
cate for more than one child. 
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(3) The advocate must be an indi-
vidual who has the background and ex-
perience 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 associ-
ated in any way (except in the role as 
advocate or member of the IRB) with 
the clinical investigation, the investi-
gator(s), or the guardian organization. 

PART 54—FINANCIAL DISCLOSURE 
BY CLINICAL INVESTIGATORS 

Sec. 
54.1 Purpose. 
54.2 Definitions. 
54.3 Scope. 
54.4 Certification and disclosure require-

ments. 
54.5 Agency evaluation of financial inter-

ests. 
54.6 Recordkeeping and record retention. 

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 353, 
355, 360, 360c–360j, 371, 372, 373, 374, 375, 376, 
379; 42 U.S.C. 262. 

SOURCE: 63 FR 5250, Feb. 2, 1998, unless oth-
erwise noted. 

§ 54.1 Purpose. 
(a) The Food and Drug Administra-

tion (FDA) evaluates clinical studies 
submitted in marketing applications, 
required by law, for new human drugs 
and biological products and marketing 
applications and reclassification peti-
tions for medical devices. 

(b) The agency reviews data gen-
erated in these clinical studies to de-
termine whether the applications are 
approvable under the statutory re-
quirements. FDA may consider clinical 
studies inadequate and the data inad-
equate if, among other things, appro-
priate steps have not been taken in the 
design, conduct, reporting, and anal-
ysis of the studies to minimize bias. 
One potential source of bias in clinical 
studies is a financial interest of the 
clinical investigator in the outcome of 
the study because of the way payment 
is arranged (e.g., a royalty) or because 
the investigator has a proprietary in-
terest in the product (e.g., a patent) or 
because the investigator has an equity 
interest in the sponsor of the covered 
study. This section and conforming 
regulations require an applicant whose 

submission relies in part on clinical 
data to disclose certain financial ar-
rangements between sponsor(s) of the 
covered studies and the clinical inves-
tigators and certain interests of the 
clinical investigators in the product 
under study or in the sponsor of the 
covered studies. FDA will use this in-
formation, in conjunction with infor-
mation about the design and purpose of 
the study, as well as information ob-
tained through on-site inspections, in 
the agency’s assessment of the reli-
ability of the data. 

§ 54.2 Definitions. 

For the purposes of this part: 
(a) Compensation affected by the out-

come of clinical studies means compensa-
tion that could be higher for a favor-
able outcome than for an unfavorable 
outcome, such as compensation that is 
explicitly greater for a favorable result 
or compensation to the investigator in 
the form of an equity interest in the 
sponsor of a covered study or in the 
form of compensation tied to sales of 
the product, such as a royalty interest. 

(b) Significant equity interest in the 
sponsor of a covered study means any 
ownership interest, stock options, or 
other financial interest whose value 
cannot be readily determined through 
reference to public prices (generally, 
interests in a nonpublicly traded cor-
poration), or any equity interest in a 
publicly traded corporation that ex-
ceeds $50,000 during the time the clin-
ical investigator is carrying out the 
study and for 1 year following comple-
tion of the study. 

(c) Proprietary interest in the tested 
product means property or other finan-
cial interest in the product including, 
but not limited to, a patent, trade-
mark, copyright or licensing agree-
ment. 

(d) Clinical investigator means only a 
listed or identified investigator or sub-
investigator who is directly involved in 
the treatment or evaluation of re-
search subjects. The term also includes 
the spouse and each dependent child of 
the investigator. 

(e) Covered clinical study means any 
study of a drug or device in humans 
submitted in a marketing application 
or reclassification petition subject to 
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