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§50.54

§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
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
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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.
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(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.

(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.
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§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
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