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AGENCY: Food and Drug Admi nistration, HHS.

ACTION: Interimrule; opportunity for public coment.

SUMMARY: The Food and Drug Administration (FDA) is issuing an interim
rule to amend its regulations to provide additional safeguards for
children enrolled in clinical investigations of FDA-regul ated products.
This interimrule is intended to bring FDA regul ations into conpliance
with provisions of the Children's Health Act of 2000 (the Children's
Health Act), which requires that within 6 nonths of its enactnment al
research involving children that is conducted, supported, or regul ated
by the Departnment of Health and Human Services (HHS) be in conpliance
wi th HHS regul ati ons providing additional protections for children

i nvol ved as subjects in research. To conply with this congressionally
mandated tinefrane and for other reasons described in this docunent,
FDA is publishing this regulation as an interimrule.

FDA is requiring additional safeguards to protect children because
of expected increases in the enrollnent of children in clinica
investigations as a result of recent pediatric initiatives. These
initiatives include FDA s 1998 pediatric rule (the 1998 pediatric rule)
and the pediatric provisions of the Food and Drug Admi nistration
Moder ni zati on Act of 1997 (the Mdderni zati on Act).

DATES: This interimrule is effective April 30, 2001. Subnit witten
comrents by July 23, 2001. Submit witten comments on the information
col l ection requirenents by May 24, 2001.

ADDRESSES: Submit witten comments to the Dockets Managenent Branch
(HFA-305), Food and Drug Administration, 5630 Fishers Lane, rm 1061
Rockville, MD 20857. Subnmit witten coments on the information
collection provisions to the Ofice of Informati on and Regul atory
Affairs, Ofice of Managenent and Budget (OvB), New Executive Ofice
Bldg., 725 17th St. NW, rm 10235, Washi ngton, DC 20503, Attn: Desk



Oficer for FDA

FOR FURTHER | NFORVATI ON CONTACT: Carol Drew, Center for Drug
Eval uati on and Research (HFD-7), Food and Drug Admi nistration, 5600
Fi shers Lane, Rockville, NMD 20857, 301-594-2041.

SUPPLEMENTARY | NFORMATI ON:
| . Background

FDA' s authority includes regul ation of safety and effectiveness
testing in humans of certain FDA-regul ated products. FDA-regul ated
products include human drug and bi ol ogi cal products, nedical device
products, and dietary supplenents, nutritional, food additive, and
foods. This rule covers safety and effectiveness testing of FDA-
regul ated products in children. FDA expects an increase in testing of
drug and bi ol ogi cal products in children as a result of recent
initiatives in pediatric research

A. Recent Initiatives in Pediatric Research

The 1998 pediatric rule (63 FR 66632, Decenmber 2, 1998) requires
manuf acturers to assess the safety and effectiveness of certain drug
and bi ol ogi cal products in pediatric patients. In the preanble to the
1998 pediatric rule, FDA stated that many drug and bi ol ogi cal products
marketed in the United States that are or could be used in children are
i nadequately | abeled for use in pediatric patients or specific
pedi atri c subgroups. FDA concluded that the absence of pediatric
| abeling information for these drug and bi ol ogi cal products posed
significant risks for children

The 1998 pediatric rule establishes a presunption that certain drug
and bi ol ogi cal products will be studied in pediatric patients. The 1998
pediatric rule al so authorizes FDA to require pediatric studies of
t hose marketed drug and biol ogi cal products that: (1) Are used in a
substantial nunber of pediatric patients for the |abeled indications,
and where the absence of adequate |abeling could pose significant risks
to pediatric patients; or (2) would provide a meani ngful therapeutic
benefit over existing treatnents for pediatric patients for one or nore
of the clainmed indications, and the absence of adequate |abeling could
pose significant risks to pediatric patients.

The Mbderni zation Act (Public Law 105-115) established econonic
i ncentives for nmanufacturers to conduct pediatric studies on drugs for
whi ch exclusivity or patent protection is avail able under the Drug
Price Conmpetition and Patent Term Restoration Act (Public Law 98-417)
or the Orphan Drug Act (Public Law 97-414). These provisions attach 6
nmont hs of nmarketing exclusivity to any existing exclusivity or patent
protection on a drug for which FDA has requested pediatric studies and
t he manufacturer has conducted such studies in accordance with the
requi renents of the Mdernization Act.

As of COctober 1, 2000, FDA had received 194 proposed pediatric
study requests under the exclusivity provisions of the Mdernization
Act and had issued 157 Witten Requests for pediatric studies. A
Witten Request is
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a specific docunent from FDA in which the agency requests subm ssion of



certain studies to determine if the use of a drug coul d have neani ngfu
health benefits in the pediatric popul ation. Sponsors have indi cated
they are conducting or planning to conduct over 80 percent of the
studies for which Witten Requests have been i ssued.

FDA expects that the conbination of the pediatric exclusivity
i ncentive of the Mdernization Act and the requirenments of the 1998
pediatric rule will significantly increase the nunber of FDA-regul ated
products for which pediatric studies will be conducted. This increase
in studies has led to concern over the adequacy of existing safeguards
for pediatric study subjects.

In addition to the Moddernization Act and the 1998 pediatric rule,
FDA has initiated other actions to encourage the devel oprment of
adequate pediatric use information for drug and bi ol ogi cal products.
Anong ot her actions, FDA has published several pediatric guidance
docunents. (See FDA' s pediatric website at
http://frwebgate. access. gpo. gov/ cgi -
bi n/ | eavi ng. cgi ?fr on¥l eavi ngFR. ht m & og=Il i nkl og&t o=htt p: // ww. f da. gov/ cd
er/pediatric.)

FDA' s view that additional pediatric safeguards are necessary is
underscored by title XXVII, section 2701 of the Children's Health Act
(Public Law 106-310), in which Congress directs the Secretary of HHS
(the Secretary) to require all research involving children that is
conduct ed, supported, or regulated by HHS to be in conpliance with 45
CFR part 46, subpart D (HHS subpart D) within 6 nonths of the date of
enactrment. The Children's Health Act was signed by the President on
Cctober 17, 2000. dinical investigations involving FDA-regul at ed
products, therefore, nmust conply with the standards of HHS subpart D by
April 17, 2001. To respond to this congressionally mandated ti nmeframne
and for other reasons described in this docunent, FDA is publishing
this regulation as an interimrule.

In addition to requiring that HHS subpart D be applied to clinica
i nvestigations invol ving FDA-regul ated products, Congress is requiring
a substantive review of HHS subpart D. Title X section 1003 of the
Children's Health Act requires the Secretary to review HHS subpart D
consi der any necessary nodifications to ensure the adequate and
appropriate protection of children participating in research, and
report the findings to Congress. If, as a result of this evaluation
HHS proposes to nodify HHS subpart D, FDA will review and nodify this
interimrule as appropriate.

B. Early Initiatives for Pediatric Safeguards

The National Research Act (Public Law 93-348), signed into | aw on
July 12, 1974, created the National Conmi ssion for the Protection of
Hurmman Subj ects of Bionedi cal and Behavi oral Research (the Commi ssion).
One of the Commi ssion's charges was to nmake reconmendati ons pertai ning
to research involving children, including the purposes of such
research, the steps necessary to protect children as subjects, and
requirenents for the informed consent of children or their parents or
guardi ans. The Commi ssion was required to reconmend to the Secretary
(of HHS or the Departnment)\1\ policies defining circunstances under
whi ch research with and for children mght be appropriate. The
recomendat i ons of the Conmi ssion pertaining to research involving
children were published in the Federal Register of January 13, 1978 (43
FR 2084). After review of the Conm ssion's report, reconmendations, and
public commrents, the Secretary published in the Federal Register of
July 21, 1978 (43 FR 31786), a notice of proposed rul emaki ng on



research involving children conducted or supported by HHS. HHS revi ewed
the public coments received on the proposal and al so consi dered the
Basic HHS Policy for the Protection of Hunman Research Subjects (45 CFR
part 46). On March 8, 1983, HHS published its final rule incorporating
requirenents for the protection of children involved as subjects in
HHS- conduct ed or HHS-supported research (48 FR 9814). This rule is
codified at 45 CFR part 46, subpart D. These regul ati ons suppl enent ed
basi ¢ regul ati ons governing the protection of human subjects invol ved
in research conducted or supported by HHS (30 FR 18914, May 30, 1974).

\1\ At the tinme, HHS was nanmed the Departnent of Health,
Education, and Wl fare. To avoid confusion, this docunent uses only
the Departnent's current nane, HHS

In the Federal Register of April 24, 1979 (44 FR 24106), FDA
proposed regul ati ons and solicited comments on applying the principles
set forth in the HHS regulations to all pediatric research subject to
FDA jurisdiction. This proposal was not finalized and was w t hdrawn on
Decenber 30, 1991 (56 FR 67440).

C. Current Safeguards for Pediatric Research

HHS subpart D provides protections for children involved in HHS
conducted or HHS-supported research. If an FDA-regul ated clinica
i nvestigation is not conducted or supported by HHS, HHS subpart D does
not inpose requirenents on the investigation. Neverthel ess, FDA has
historically relied on the HHS regul ations to provi de appropriate
gui dance for pediatric studies. In addition, as described bel ow, there
are other safeguards in place for pediatric research.

Current FDA regulations in part 56 (21 CFR part 56) governing
institutional review boards (I RBs) include children as a class of
vul nerabl e subjects, but do not specifically address the enrollnent of
children in clinical investigations. Portions of part 56 address
pediatric issues. In Sec. 56.111(a)(3), IRBs are required to determ ne
that the selection of subjects in research is equitable and, to do so,
should be ““particularly cognizant of the special problens of research
i nvol vi ng vul nerabl e popul ations, such as children * * * '' Section
56.111(b) states, "~ Wen sone or all of the subjects, such as children
* * * are likely to be vulnerable to coercion or undue influence [,]
addi ti onal safeguards have been included in the study to protect the
rights and wel fare of these subjects.'' Section 56.107(a) addresses |IRB
nenber shi p and provides that if an IRB “~“regularly review research
that involves a vul nerable category of subjects, such as children, * *
* consi deration shall be given to the inclusion of one or nore
i ndi vidual s who are know edgeabl e about and experienced in working with
t hose subjects.'

FDA' s informati on sheets entitled " Quidance for Institutiona
Revi ew Boards and dinical Investigators'' address issues regarding
i nformed consent and the assent of children. This guidance states that
al t hough FDA regul ati ons regarding i nformed consent do not specifically
address the enrol |l nment of children, the basic requirenents of
Sec. 50.20 (21 CFR 50.20) regarding i nfornmed consent apply. The
i nfformation sheets also state that HHS regul ati ons for conduct of



studies in children may be used as guidance for all pediatric studies.
These information sheets are avail abl e at
http://frwebgate. access. gpo. gov/ cgi -

bi n/ | eavi ng. cgi ?fr onel eavi ngFR ht m & og=l i nkl og&t o=htt p: / / ww. f da. gov/ oc

/oha/ I RB/toc. htni.

FDA al so has published a guidance entitled " E11 Cinica
I nvestigati on of Medicinal Products in the Pediatric Population'' (ICH
E11). This gui dance was prepared by the International Conference on
Har noni sation of Techni cal Requirenents for Registration of
Phar maceuticals for Human Use (ICH) as part of the ICH effort to
har noni ze technical requirenents for the registration of pharnaceutica
products anong the European Uni on, Japan, and
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the United States. | CH E11 addresses issues in pediatric drug

devel opnent including ethical considerations in pediatric studies. It
states that pediatric popul ations represent a vul nerabl e subgroup and
speci al neasures are needed to protect the rights of pediatric study
participants. Section 2.6 of |CH E11 addresses rel evant issues

i ncluding: The roles and responsibilities of |IRBs and i ndependent
ethics committees, recruitnent of study participants, consent and
assent, and minimzing risk and distress in pediatric studies.

The docunents described above provi de consi derabl e infornmati on and
gui dance regarding the participation of children in clinical trials.
Nonet hel ess, given the expected increase in the nunber of children
enrolled in clinical investigations as a result of recent pediatric
initiatives, additional safeguards for children enrolled in clinica
i nvestigations of FDA-regul ated products are appropriate.

Il1. Hghlights of the InterimRule

This interimrule will apply the safeguards described in HHS
subpart Dto children participating in clinical investigations of FDA
regul ated products. These safeguards are al so intended to ensure the
adequate protection of the rights and welfare of children who
participate in clinical investigations. Nothing in the regul ations
described in this interimrule is intended to preenpt any applicable
Federal, State, or local laws that require additional safeguards for
children participating in clinical investigations.

FDA is adopting HHS subpart D, as directed by Congress, with only
t hose changes necessary due to differences between FDA's and HHS' s
regul atory authority. The agency is aware that dissimlar or
i nconsi stent Federal requirenents governing pediatric protections could
be burdensone to institutions, IRBs, and the process of clinica
i nvestigation.

FDA' s regul ati ons governing informed consent and I RBs apply to
clinical investigations that are subject to FDA' s jurisdiction. The
scope of the regulations is described in Secs. 50.1 (21 CFR 50.1) and
56. 101 and includes all clinical investigations that are subject to
requi renents for prior submn ssion under sections 505(i) and 520(g) of
t he Federal Food, Drug, and Cosnetic Act (21 U S.C 355(i) and 360j(g))
or that support an application for a research or nmarketing pernit for a
product regulated by the agency as defined in Secs. 50.3(b) (21 CFR
50.3(b)) and 56.102(b). This includes color additive petitions,
petitions submtted to establish that a substance that may becone a
conponent of food is generally recogni zed as safe for use, food



additive petitions and petitions for establishing a tolerance for
unavoi dabl e contam nants in food, drug applications, biologics

i censes, and nedi cal device applications. In contrast, HHS subpart D
regul ati ons cover research involving children as subjects, conducted or
supported by the Departnment. Wth mnor exceptions, FDA does not
conduct or support research invol ving human subjects. Instead, FDA
regul ates research conducted by outside sponsors and investigators,
where the research is subject to | RB review and approval. Because of
these differences, FDA is naking some nodifications to HHS subpart D
For exanple, throughout the interimrule, FDA has nodified the
description of the scope of the rule fromapplying to research
conduct ed or supported by the Departnent as described in HHS subpart D,
to applying to clinical investigations subject to FDA's regul atory
authority. Some research involving FDA-regul ated products is al so
conduct ed or supported by HHS and falls within the scope of both HHS
and FDA regul ati ons.

In addition, in its adoption of provisions of HHS subpart D, FDA
has nmade minor editorial changes in response to the ongoing initiative
regardi ng plain | anguage in governnent witing. FDA solicits coments
on all provisions in this interimrule and has identified certain
poi nts on which conments woul d be particularly useful

Finally, FDA has nmade changes to the scope and definitions sections
of part 50 (21 CFR part 50) and part 56 to reflect that studies of
certain foods, dietary supplenments, and infant formulas are covered by
these regul ations. The regulations in part 101 (21 CFR part 101)
governing petitions for nutrient content clains state that clinica
studies submitted in support of such a petition nust be conducted in
accordance with the requirenents of parts 50 and 56 (Sec. 101.69(f)).
The regul ati ons governing petitions for health clains contain the sane
requi renent (Sec. 101.70(d)). Therefore, the agency is clarifying that
parts 50 and 56 govern clinical investigations, including those
i nvol ving children, when such investigations may be subnmitted in a
petition under Sec. 101.69 or Sec. 101.70. Consistent with the
congressional directive that the protections of the HHS subpart D
regul ati ons be extended to all research involving children regul ated by
FDA, studies in children in support of infant fornmulas and in support
of premarket notification of dietary supplenents that contain new
dietary ingredients are al so subject to parts 50 and 56.

A. What Definitions |Is FDA Adopting From HHS Subpart D?

FDA is adopting several ternms from45 CFR 46.402 of HHS subpart D
for inclusion in the FDA definitions at Sec. 50.3. These include the
ternms " “assent'' (Sec. 50.3(n)), "~ “children'' (Sec. 50.3(0)),
“Tparent'' (Sec. 50.3(p)), "~ permission'' (Sec. 50.3(r)), and
““guardian'' (Sec. 50.3(s)). The definitions of these terms in
Sec. 50.3 generally follow the definitions in HHS subpart D, with
changes as identified and di scussed below. In addition, FDA is defining
the term > "ward'' (Sec. 50.3(q)) in a nmanner that is consistent with
its use in HHS subpart D.

1. What is Assent?

The definition of "~ “assent'' at Sec. 50.3(n) is adopted from HHS
subpart Dwith a mnor change to clarify that the assent applies to
participation in clinical investigations involving FDA-regul at ed
products. FDA's regulation, |like the HHS regul ati on, defines assent as
a child s affirmati ve agreenment to participate in research. FDA's
definition also states that nmere failure to object to participation in



clinical investigations should not, absent affirmative agreenent, be
consi dered assent.
2. Wat Does the Term  “Children'' Mean?

The definition of "~ “children'' at Sec. 50.3(0) includes persons who
have not attained the legal age for consent to treatnents or procedures
involved in clinical investigations as deternined under the applicable
law of the jurisdiction in which the research will be conducted. This
provi sion neans that the law of the site of the research will determ ne
the | egal age of consent of the participant.

3. Wiat Does " Parent'' Mean?

FDA did not previously have a definition for parent at Sec. 50.3
and is adopting the definition fromHHS subpart D. "~ “Parent'' is
defined as a child's biological or adoptive parent.

4. What Does the Term  “Ward'' Mean?

The term ~"ward'' is used in HHS subpart D but is not defined. In
Sec. 50.3(q), FDA has devel oped a definition for ward that is
consistent with the use of the termin HHS subpart D. Under
Sec. 50.3(q), award is a child who is placed in the |egal custody of
the State or other agency, institution, or entity, consistent with
applicabl e Federal, State, or local |aw
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5. Wiat Does " Permission'' Mean, and How Is It Different From I nforned
Consent ?

The definition of ““permssion'' at Sec. 50.3(r) is adopted from 45
CFR 46.402(c) of HHS subpart Dwith a minor change to clarify that
perm ssion applies to participation in clinical investigations
i nvol ving FDA-regul ated products. FDA' s definition at Sec. 50.3(r)
general |y adopts the HHS definition and states that permission is the
agreenment of parent(s) or guardian to their child s or ward's
participation in a clinical investigation.

FDA's regul ation at Sec. 50.3(r) adds a sentence clarifying that
perm ssion nust be obtained in conpliance with part 50, subpart B and
nmust include the elenents of informed consent described in FDA s
regul ations at Sec. 50.25. This approach is consistent with HHS s
interpretation of the term  "permission.'' Under the requirements for
perm ssion by parents or guardi ans and assent by children, 45 CFR
46. 408(d) of HHS subpart D states that perm ssion by parents or
guardi ans shall be docunented in accordance with and to the extent
requi red by 45 CFR 46.117 of HHS subpart A (45 CFR part 46, subpart A).
Section 46.117 of HHS supbart A outlines the requirenents for
docunenting i nformed consent. Addressing conments nade on requiring
parental consent to participation in research in the preanble to its
final rule (48 FR 9814), the Departnent stated that inserting this
reference to 45 CFR 46. 117 of HHS subpart A clarified that the
requi renents for informed consent shall apply to permni ssion

The agency is retaining the term perm ssion because this termis
used in HHS subpart D and is fanmliar to IRBs. The term perm ssion al so
di stingui shes children fromother participants in clinica
i nvestigations. Children are defined as persons who have not attained
the |l egal age for consent to treatnents or procedures involved in
clinical investigations under the applicable law of the jurisdiction in
which the clinical investigation will be conducted. Because children
are unable, due to age, to give consent thenselves, permssion is
provided by a parent or guardian on their behalf. The term i nforned
consent under Sec. 50.20 applies to other participants in clinica

~



i nvestigations. FDA solicits conments on its definition of perm ssion
6. What Is a ~“Quardian,'' and Wat |Is the Difference Between a
Quardi an and a Legally Authorized Representative?

FDA's current regulations do not have a definition for guardian in
part 50. In this interimrule, FDA is adopting a nodification of the
term "guardian'' as used in HHS subpart D. In HHS subpart D, a
guardian is an individual who is authorized under applicable State or
|l ocal law to consent on behalf of a child to general nedical care. FDA
is adopting this definition and is adding text to clarify that
aut hori zation to consent to general nedical care nust include
participation in research and, for purposes of this rule, a guardian is
al so an individual authorized to consent to a child' s participation in
research. FDA is adding this clarification because of concern that, in
sone cases, authorization to consent to general nedical care nay not
extend to consent to participation in research. For a guardian to be
able to grant permission for a child to participate in research, the
guardi an nust either have authority to consent to a child' s genera
nmedi cal care (where participation in clinical research falls within
general nedical care) or nust have authority to consent to a child's
participation in research

FDA is adopting the term guardi an because this termis currently
used in HHS subpart D in the context of research involving children
and is famliar to IRBs. In contrast, FDA's regul ations at Sec. 50.3
and HHS's regul ations at 45 CFR 46.102(c) use the term “legally
aut hori zed representative'' for an individual or judicial or other body
aut hori zed under applicable I aw to consent on behal f of a prospective
subject to the subject's participation in the procedures involved in
the research. FDA's definition of the termguardian is intended to
clarify that a guardi an nust be an individual authorized to consent to
a child s participation in research. FDA seeks conments on its
definition of the termguardian and any inplications under State or
| ocal |aw.

B. What New Duties Do | RBs Assune Under This InterimRul e?

FDA has adopted the provisions in 45 CFR 46. 403 of HHS subpart D
wi th m nor changes. The provisions are included in FDA regul ati ons at
Sec. 50.50. Section 50.50 directs that in addition to other
responsi bilities assigned under parts 50 and 56, | RBs nust now review
research covered by subpart D of part 50 and approve only research that
satisfies the criteria described in Sec. 50.51, Sec. 50.52, or Sec.
50.53 and the conditions of all other applicable sections of part 50,
subpart D.

FDA has al so nade conform ng changes to part 56 of its regul ations
governing IRBs. Under part 56, subpart C, describing | RB functions and
operations, FDA is adding new paragraph (c) to Sec. 56.111. New
Sec. 56.111(c) requires that to approve research in which sonme or al
of the subjects are children, an IRB nust determne that all such
research is in conpliance with part 50, subpart D.

Simlarly, FDA has added new paragraph (h) to Sec. 56.109 on | RB
review of research to require that when sone or all of the subjects of
ongoi ng research are children, an IRB nust conduct a review of the
research to determne conpliance with part 50, subpart D. This review
of research that is ongoing on the effective date of this rule nmust be
conducted either at the time of continuing review or, at the discretion
of an IRB, at an earlier date. Under Sec. 56.109(f), IRBs conduct
continuing review of research at intervals appropriate to the degree of



risk of the research, but not |ess than once per year. FDA expects that
the degree of risk posed to children will be considered by the IRB in
determ ni ng when to conduct a continuing review of an ongoing trial for
conpliance with part 50, subpart D.

FDA regul ations set out criteria to be satisfied if an IRBis to
approve research (Sec. 56.111). These criteria are the sane for initia
review and continuing review and include a determination by the IRB
t hat :

(1) Risks to subjects are mnimzed,

(2) Risks to subjects are reasonable in relation to anti cipated
benefits,

(3) Selection of subjects is equitable,

(4) Informed consent is adequate and appropriately docunented,

(5) Where appropriate, the research plan nmakes adequate provision
for nmonitoring the data collected to ensure the safety of subjects,

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

(7) Appropriate safeguards have been included to protect vul nerable
subj ect s.

Under new Sec. 56.109(h), at the tine of continuing review, or at
an earlier date if the IRB so determines, the IRB nust review research
i nvolving children, with reference to the risk categories and criteria
as defined in part 50, subpart D, to determine if an ongoing clinica
investigation fits into one of the risk categories at Sec. 50.51
Sec. 50.52, or Sec. 50.53. |If an IRB determi nes that the research does
not fit any of these three categories, but that the research may fit
under Sec. 50.54, the IRB should contact FDA for further guidance. FDA
enphasi zes that it expects the volune of studies that are
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candi dates for classification under Sec. 50.54 to be extrenely small.
FDA believes it is appropriate to permt review of ongoing

i nvestigations for conpliance with part 50, subpart D at the tine of
continuing reviewor at an earlier date identified by the I RB because
this is the least disruptive way to ensure conpliance. If an IRB
determ nes that research in progress does not fit any of the four risk
categories defined in part 50, subpart D, the IRB has authority to
suspend or terninate approval of the research under Sec. 56.113. Under
Sec. 56.113, the IRB nmust report any such action to FDA. FDA notes that
nmany ongoi ng pedi atric studi es have been approved by | RBs based upon

t he standards described in HHS subpart D, so the agency antici pates
that very few, if any, ongoing studies will be suspended or termn nated.

C. Wen May | RBs Approve a Cinical Investigation Not Involving Geater
Than M nimal Risk?

Under Sec. 50.51, an IRB may approve a clinical investigation in
whi ch no greater than mininmal risk is presented only if an IRB finds
and docunents that adequate provisions are made for soliciting the
assent of the children involved and the perm ssion of their parents or
guardians as set forth in Sec. 50.55. In adopting this provision, FDA
has made mi nor changes to the | anguage used in 45 CFR 46. 404 of HHS
subpart D. Rather than stating that HHS will "~ conduct or fund
research'' in which the IRB finds no greater than mninmal risk to
children, FDA has nodified this |anguage to state the conditions under
whi ch an | RB may approve a clinical investigation involving an FDA-



regul ated product in which there is no greater than mnimal risk to
children. FDA believes this change is required by the scope of FDA' s
regul atory authority. Simlar changes have been nmade as necessary
t hroughout the codified section to reflect the scope of FDA's
regul atory authority.

FDA previously adopted the Departnent's definition of minimal risk
(45 CFR 46.102(g) of subpart A) without change in Sec. 50.3. FDA
antici pates that anong the types of procedures that mght be used in a
clinical investigation that would present no nore than mnimal risk to
children woul d be cl ean-catch urinal ysis, obtaining stool sanples,
adm ni stering el ectroencephal ograns, requiring mninal changes in diet
or daily routine, or the use of standard psychol ogi cal tests. Exanples
of the types of clinical investigations that woul d present no nore than
mninmal risk would include a taste test of an excipient or tests of
devices involving tenperature readings orally or in the ear. FDA
anticipates that there nmay be circunstances under which products with
an established safety profile in adults may present no nore than
mnimal risk in children

D. When May | RBs Approve dinical |nvestigations |Involving Geater Than
M ni mal Ri sk But Presenting the Prospect of Direct Benefit to the
I ndi vi dual Subj ects?

Under Sec. 50.52, an IRB may approve a clinical investigation in
which an IRB finds nore than mnimal risk to children but that presents
the prospect of direct benefit to individual subjects only if the IRB
finds and docunents that:

(1) The risk is justified by the anticipated benefit to the
subj ect s,

(2) The relation of the anticipated benefit to the risk is at |east
as favorable to the subjects as that presented by available alternative
appr oaches, and

(3) Adequate provisions are nade for soliciting the assent of the
children and perm ssion of their parents or guardians, as set forth in
Sec. 50.55.

Section 50.52 adopts the provisions of 45 CFR 46.405 of HHS subpart D
with m nor changes to conformto FDA' s regulatory authority. FDA
expects that many clinical investigations of FDA-regul ated products in
children will be allowed to proceed under Sec. 50.52. These clinica

i nvestigations generally are performed in children with the di sease or
condi tion for which the product is intended.

FDA recogni zes that in the case of clinical investigations of FDA-
regul ated products conducted under an investigational new drug
application (IND) or investigational device exenption (IDE), it nmay not
al ways be possible to know the level of risk the subject will be
exposed to ahead of tine. This may create difficulties for IRBs trying
to assess whether a clinical investigation involves nore than m ninal
risk. IRBs may need to nake such judgnments on a case-by-case basis.

While the level of risk in a clinical investigation nmay change
during the course of a study, appropriate strategies may be included in
the study design that may mitigate risks. These night include exit
strategies in the case of adverse events or a lack of efficacy, or
establishing a data nonitoring conmttee (DMC) to revi ew ongoi ng data
col l ection and reconmend study changes, including stopping a trial on
the basis of safety information. FDA invites coment on appropriate
criteria for IRBs to use in assessing when a clinical investigation may
involve nore than minimal risk to children



The agency al so recogni zes that the requirenent for the prospect of
direct benefit to individual subjects may create anbi guity about
whet her pl acebo-controlled clinical investigations may be conducted in
children. FDA believes that clinical investigations involving placebos
in children may be conducted in accord with Sec. 50.52. There is
evi dence of direct benefit to subjects fromparticipating in placebo-
controlled trials, including increased nonitoring and care of subjects,
even though a subject nmay not actually receive the test product. FDA
invites coment on the issue of conducting placebo-controlled trials in
chil dren.

E. Wien May an | RB Approve a Cinical Investigation Involving G eater
Than M ninmal Ri sk and No Prospect of Direct Benefit to I|ndividua

Subj ects, But Likely to Yield Generalizable Know edge About the

Subj ects' Disorder or Condition?

Section 50.53 provides that in certain circunstances an | RB may
approve a clinical investigation in which the IRB finds that nore than
mnimal risk to children is presented: (1) By an intervention or
procedure that does not hold out the prospect of direct benefit for the
i ndi vi dual subject, or (2) by a nonitoring procedure that is not |ikely
to contribute to the well-being of the subject. The clinica
i nvestigation may be approved only if the IRB finds and docunents that:

(1) The risk represents a minor increase over mninmal risk;

(2) The intervention or procedure presents experiences to subjects
that are reasonably conmensurate with those inherent in their actual or
expect ed nedi cal, dental, psychol ogical, social, or educationa
situations;

(3) The intervention or procedure is likely to yield generalizable
know edge about the subjects' disorder or condition that is of vita
i nportance for the understanding or anelioration of the subjects
di sorder or condition; and

(4) Adequate provisions are nade for soliciting the assent of the
children and permi ssion of their parents or guardians as set forth in
Sec. 50.55.

FDA has adopted these requirenments from45 CFR 46. 406 of HHS
subpart D, with mnor nodifications to conformto FDA s regul atory
aut hority.

FDA recogni zes that Sec. 50.53 raises issues simlar to those
rai sed by Sec. 50.52 about standards for IRBs to use in assessi ng when
a clinical investigation involves nore than mninmal risk. Some coments
subm tted previously on HHS s proposed rule (43 FR 31786, July
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21, 1978) indicated that no attenpt should be nade to define the
concept of ““minor increase'' or to provide guidance to | RBs on

eval uati ng whether a “~“mnor increase over mninmal risk'' is involved.
These comments stated that because of varying situations and

circunmst ances, | RBs would need to nake judgnents on a case-by-case
basis. FDA believes that IRBs are qualified to assess and docunent when
a specific protocol falls under this category. However, FDA is
soliciting coments on whether further definition should be provided to
aid IRBs in making such determinations, including: (1) How to neasure a
mnor increase in risk, (2) at what point a mniml risk develops into
a major risk, and (3) whether IRBs have the expertise necessary to
determ ne mnor increases over mnimal risk.



Section 50.53(c) contains the phrase ““likely to yield
gener al i zabl e know edge about the subjects' disorder or condition.'
The criterion in Sec. 50.53(c) raises the question whether clinica
i nvestigations of FDA-regul ated products conducted to determ ne the
safety and effectiveness of such products yield generalizabl e know edge
about a subject's disorder or condition that is of vital inportance for
t he understandi ng or anelioration of the subjects' disorder or
condi tion. FDA believes there are circunstances in which clinica
i nvestigations yield such informati on. Such circunmstances may incl ude
cases where a child has been identified as at high risk for a di sease
and receives investigational interventions to prevent the disease or
armel i orate mani festations of the disease in the future. In these
situations, even in children who woul d not ot herwi se have mani f est ed
t he di sease, the clinical investigations nay yield inportant
informati on that mght contribute to the understandi ng of a di sease,
di sorder, or condition. FDA believes that | RBs are capabl e of naking
this assessnent. Therefore, FDA is adopting this provision fromHHS
subpart D.

F. When May an IRB Allow a dinical Investigation to Proceed That |s
Not O herwi se Approvabl e But Presents an Cpportunity to Understand,
Prevent, or Alleviate a Serious Problem Affecting the Health or Wl fare
of Chil dren?

An IRB may allow a clinical investigation that does not neet the
requi renents of Sec. 50.51, Sec. 50.52, or Sec. 50.53 to proceed only
if the IRB finds and docunments that the clinical investigation presents
a reasonabl e opportunity to further the understandi ng, prevention, or
alleviation of a serious problemaffecting the health or welfare of
children, and the Conmi ssioner of Food and Drugs (the Conmi ssioner)
determ nes that the conditions of Sec. 50.54(b) are nmet. After
consultation with a panel of experts and foll owi ng opportunity for
public review and comment, the Conmi ssioner nust determ ne, under
Sec. 50.54(b)(1), that the clinical investigation satisfies the
condi tions of Sec. 50.51, Sec. 50.52, or Sec. 50.53 or, under
Sec. 50.54(b), that three conditions are nmet. The conditions in
Sec. 50.54(b) are as foll ows:

(1) 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

(2) The clinical investigation will be conducted in accordance with
sound et hical principles, and

(3) Adequate provisions are nade for soliciting the assent of the
children and the pernission of their parents or guardi ans.

FDA's regulation in Sec. 50.54 generally follows the provisions in
45 CFR 46. 407 of HHS subpart D with sonme nodification. In
Sec. 50.54(b), FDA has charged the Comm ssioner with determ ning
whet her such a clinical investigation can proceed. The Conm ssioner is
to consult with a panel of experts. FDA anticipates that this panel nmay
i ncl ude an advi sory committee suppl enented, if needed, by appropriate
experts. This provision also provides for public review and conment on
t he Conmi ssioner's pendi ng deci sion. However, FDA nay not be able to
provide for public review and comment on the Conmi ssioner's pendi ng
decision if the sponsor is unwilling to publicly disclose necessary
informati on. FDA's trade secret and comercial confidentiality
requi renments (21 CFR 20.61) protect certain types of information from
public disclosure. This type of privileged infornmation is sonetines



included in INDs and | DEs. Because FDA believes full public review and
coment is critical in determ ning whether a clinical investigation
shoul d proceed under these circunstances, if a sponsor is unwilling to
wai ve this privilege, FDA may not be able to satisfy the public review
and comment requirenent and any such clinical investigation could not
proceed.

G Wien May an I RB Waive the Assent Requirenent?

FDA has adopted in Sec. 50.55 the provisions of 45 CFR 46. 408 of
HHS subpart D, describing when assent may be waived. Even in cases
where an | RB determ nes wai ver of assent is necessary, FDA regul ations
requi re the permssion of parents or guardians to the extent inforned
consent is required in part 50. Docunentation of perm ssion nust be
consi stent with the docunentation required for informed consent at
Sec. 50.27.

Section 50.55(a) allows an IRB to nmake a judgnent as to whet her
children are capabl e of providing assent. Section 50.55(b) states that
in making this determ nation, an IRB nust take into account the ages,
maturity, and psychol ogical state of the children involved. An |IRB nmay
make this determ nation for each individual child to be involved in the
clinical investigation or for all children under a particul ar protocol
FDA has nmade format changes in adopting 45 CFR 46.408 to clarify the
conditions for waiving the assent requirenent. Section 50.55(c) states
that assent is not a necessary condition for proceeding with a clinica
investigation if the IRB determines: (1) That the capability of some or
all of the children is so limted that they cannot reasonably be
consulted, or (2) that the intervention or procedure involved in the
clinical investigation presents a prospect of direct benefit that is
important to the health or well-being of the children and is avail able
only in the context of the clinical investigation. Section 50.55(d)
states that even where an I RB determines the children are capabl e of
assenting, the IRB may still waive the assent requirenent if: (1) The
clinical investigation involves no nore than mnimal risk to the
subjects, (2) the waiver will not adversely affect the rights and
wel fare of the subjects, (3) the clinical investigation could not
practicably be carried out w thout the waiver, and (4) when
appropriate, the children will be provided with additional pertinent
information after participation. Section 50.55(g) provides that when an
| RB determ nes that assent is required, the | RB nmust deternine whether
and how assent nust be docunented. FDA solicits conments on how to
ensure that age-appropriate explanations are provided to children

H My an | RB Wai ve the Perm ssion Requirenment for Parents or
Guar di ans?

FDA has not adopted the provisions of 45 CFR 46.408(c) that allow
an |RB to waive the requirenents for obtaining permission in certain
ci rcumst ances. Section 46.408(c) of HHS subpart D allows an IRB to
determ ne that a research protocol is designed for conditions or for a
subj ect popul ation for which the perm ssion of parents or guardians is
not a reasonable requirement to protect the subjects. This
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provision allows the IRB to substitute an appropriate mechanismto
protect children who will participate as subjects in research



Section 46.408(c) of HHS subpart D allows IRBs to waive the
perm ssion of parents or guardians in certain circunstances in which
wai ver of informed consent would not be permtted under FDA
regul ati ons. Therefore FDA is not adopting the exceptions described in
HHS subpart D. The only exceptions to FDA' s requirenents for informed
consent, and thus for obtaining perm ssion, are found in part 50 of
FDA' s regul ati ons.

I. Can Wards of the State Ever Be Included in Cinical |nvestigations?

FDA has adopted in Sec. 50.56 the provisions of 45 CFR 46.409 of
HHS subpart D describi ng when children who are wards of the State or
any ot her agency, institution, or entity may be included in research.

Under Sec. 50.3(q), a ward is defined as a child who is placed in
the I egal custody of the State or other agency, institution, or entity,
consistent with applicable Federal, State, or local |aw Under
Sec. 50.56(a), wards can be included in clinical investigations only if
such research is: (1) Related to their status as wards, or (2)
conducted in schools, canps, hospitals, institutions, or sinilar
settings in which the magjority of children involved as subjects are not
wards. Section 50.56(a) is witten to ensure that if wards of the State
participate in clinical investigations, they do so not because it is
adm nistratively convenient for a clinical investigator or sponsor to
i nclude them as participants, but because they are subject to potenti al
benefit fromthe clinical investigation

If an I RB approves such research, the | RB nust appoint an advocate
for each child who is a ward, in addition to any other individua
acting on behalf of the child as a guardian or in |loco parentis.
Section 50.56(b) provides that one individual nmay serve as advocate for
nore than one child. The advocate nust be an individual who has the
background and experience to act in the best interest of the child for
the duration of the child' s participation in the clinica
i nvestigation. The advocate nust not be associated in any way with the
clinical investigation, the investigator(s), or the guardi an
organi zation. FDA interprets the term  "guardi an organization'' to
refer to the State, agency, institution, or other entity in whose | ega
custody the child is placed.

FDA believes that wards require special protections. FDA al so
bel i eves that Sec. 50.56(b) provides protection fromany conflict of
interest issues that nmay arise in the appointnment of an advocate. FDA
notes that any issues relating to conpensation or funding for advocates
or the liability of advocates are left to the IRBs and other involved
institutions, agencies, or entities to resolve. FDA is soliciting
commrents on any difficulties such entities nay have with the
appoi nt ment of advocat es.

I1l1. Effective Date

The agency is issuing this regulation as an interimrule effective
April 30, 2001. This action is being issued in accordance with title
XXM I, section 2701 of the Children's Health Act. Section 2701 requires
that 6 nonths after enactnent, all research involving children
conduct ed, supported, or regulated by HHS be in conpliance with HHS
subpart D. The Children's Health Act was signed by the President on
Cct ober 17, 2000. FDA interprets the Children's Health Act to require
FDA to adopt HHS subpart D by April 17, 2001

FDA is issuing this interimrule to conply with the Children's



Health Act. Generally, the Adm nistrative Procedure Act and FDA

regul ations require notice to the public and an opportunity for coment
prior to the effective date of a rule (5 U S.C. 553(b) through (d); 21
CFR 10.40(b)). This process nmay be di spensed with under 5 U S.C

553(b) (3)(B) and Sec. 10.40(e)(1l) (21 CFR 10.40(e)(1)) if the
Conmi ssi oner finds, for good cause, that notice and public procedures
woul d be inpracticable, unnecessary, or contrary to the public
interest. This interimrule nmeets these standards.

Section 2701 of the Children's Health Act requires FDA to adopt
specific existing HHS regul ations within 6 nonths. Because of the
specificity of Congress's directive and FDA's linmited discretion in
adopti ng the standards of HHS subpart D, notice and an opportunity to
coment is unnecessary. As described in section |.B of this docunent,
HHS subpart D was itself issued through notice-and-coment rul enaking.
Mor eover, Congress has specifically identified in section 1003 of the
Children's Health Act the process, tinmetable, and specific
consi derations for review of the regulations in HHS subpart D and, by
i mplication, the regul ations adopted in this interimrule. Depending
upon the outconme of the review, it is possible that HHS and rel evant
agencies will propose new regul ati ons addressing the protection of
children involved in research. These regul ati ons woul d be adopted with
notice and an opportunity for public coment. Finally, FDA believes the
anticipated increase in pediatric research nakes it inportant to the
public health that the requirenments described in this rule becone
ef fective as soon as possible.

In addition, for the reasons described above, the Conm ssioner of
Food and Drugs also finds good cause under 5 U.S.C. 553(d)(3) and
Sec. 10.40(c)(4)(ii) for nmaking this interimrule effective in |less
t han 30 days.

I'V. Analysis of Econonmc |Inpacts

FDA has exami ned the inpacts of this interimrule under Executive
Order 12866 and the Regul atory Flexibility Act (5 U S.C. 601-612 (as
anended by subtitle D of the Snall Business Regul atory Fairness Act of
1996 (Public Law 104-121))), and the Unfunded Mandates Reform Act of
1995 (Public Law 104-4). Executive Order 12866 directs agencies to
assess all costs and benefits of available regulatory alternatives and,
when regul ation is necessary, to select regul atory approaches that
maxi m ze net benefits (including potential econom c, environnental
public health and safety, and other advantages; distributive inpacts;
and equity). Under the Regulatory Flexibility Act, if a rule has a
significant econom c inpact on a substantial nunber of small entities,
an agency mnust anal yze regul atory options that would mnimnze any
significant economc inpact of the rule on small entities. Section
202(a) of the Unfunded Mandates Reform Act of 1995 (Public Law 104-4)
requi res that agencies prepare a witten statenent of anticipated costs
and benefits before proposing any rule that may result in an
expenditure by State, local, and tribal governnents, in the aggregate,
or by the private sector, of $100 mllion in any one year (adjusted
annual ly for inflation).

This interimrule is consistent with the principles set forth in
Executive Order 12866 and these two statutes. The interimrule is a
““significant regulatory action'' as defined in section (3)(f) of
Executive Order 12866. However, as explained below, the rule is not an
economi cally significant regulatory action as defined in the Executive
order and does not require a Regulatory Flexibility Analysis. The



Unf unded Mandates Reform Act does not require FDA to prepare a
statenent of costs and benefits for the interimrule because the rule
is not expected to have an effect on the econony that exceeds $100
mllion adjusted for inflation in any one year. The current inflation-
adj usted statutory threshold is about $110 mllion.

This interimrule requires I RBs reviewi ng FDA-regul ated clinica
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i nvestigations involving children to apply FDA s new regul ati ons
establishing additional safeguards for children in clinica

i nvestigations, as adopted fromHHS subpart D. Until now, FDA has
relied primarily on its own regul ations governing adult studies, in
conbi nati on with HHS subpart D, as guidance for the review of clinica
i nvestigations in children. In this rule, FDA requires the IRBto
revi ew and docunent the risks to children participating in clinica

i nvestigations before the clinical trial nay proceed. In sone

i nstances, this nmay be a departure fromcurrent practice and may pl ace
additional requirenments on I RBs. FDA believes the burden of these added
requi renents to be small. Under current standards, |IRBs are already
required to nake several determ nations concerning subject risk and to
docunent subject risks. The additional requirenents of this rule state
that IRBs nust specifically identify which of the four risk categories
applies to pediatric subjects in a clinical investigation. W expect
that this determ nation would require sone additional effort, but take
at nost one person-hour of additional tine. To estinate costs, FDA

nmul tiplied the estimated nunber of clinical investigations in children
subject to the rule's requirenents by the estinmated additional tinme
requi red of the affected IRBs for each trial reviewed. Then FDA
multiplied the total estinmated tine by a standardi zed cost of $75 per
nman- hour .

Tabl e 1 bel ow presents, for several different product categories,
an estinmate of the nunber of FDA-regulated clinical investigations in
children that will require review by | RBs. Estinates are provided for
new drug and bi ol ogi cal products (based on nunbers of approved new
nol ecul ar entities and inportant new biol ogi cal products), nedical
devi ces (based on premrarket approval applications (PMAs) and 510(k)
premar ket i ng subm ssions (510(k)s)), and infant fornula and food
additives that require prenmarket approval by FDA's Center for Food
Safety and Applied Nutrition (CFSAN).

Under current |aw, manufacturers may receive additional economc
i ncentives to conduct pediatric studies on drugs for which FDA has
requested pediatric studies. For currently narketed drugs,
approxi mately 175 pediatric studi es have al ready been revi ewed by |RBs
and of these studies, about 100 have been conpl eted. However, FDA
estimates that 51 studies have yet to be reviewed by an I RB and anot her
75 will require an annual review by an IRB. In future years,
manuf acturers of many new y approved drugs will be required, as a
condition of approval, to conduct pediatric studies. Assunming that 3
pediatric studies per new drug require review, FDA estinmates that about
138 pediatric studies per year will be conducted for new drugs and
bi ol ogi cs. The estimate includes pediatric clinical trials for new drug
and bi ol ogi cal products that are approved, as well as trials for
i nvestigational drugs that reach phase 3 but are not approved.

Approxi mately one-third of investigational drugs reaching phase 3 (when
pediatric trials may comence) are never approved for marketing in the
United States.



Table 1.-- Estinmated Nunber of | RB Reviews Per Year for
Ainical Investigations in Children

New drug and bi ol ogi cal products
New trials for pre-2001 drug and biol ogi cal products
51
Annual review of ongoing trials
75
Post -1/ 1/ 2001 drug and bi ol ogi cal products
138 138
New devi ces (PMAs and 510(Kk)s)
Post-1/1/2001 devi ces
170 170
Foods and Food Additives
Infant fornmula

5 5
Food additives
1 1
Total |IRB reviews per year
440 314
Total | RB costs per year
$33, 000 $23, 550

For medi cal devices, FDA expects about 170 pediatric studies per
year to be reviewed by IRBs. About 20 of these pediatric studies per
year are for submitted PMAs and the remai nder are for subnitted
510(k)s. These figures reflect discussions with officials fromFDA s
Center for Devices and Radiol ogical Health and a revi ew of recent
approval s, which found that only about 10 percent of PMAs and 1 percent
of 510(k)s are likely to involve pediatric trials. Simlar to the
esti mates shown for drug and bi ol ogi cal products, FDA assuned that
three pediatric trials were conducted for each submtted PVMA or 510(Kk)
involving trials with children

CFSAN regul ates infant formula and food additives. Unlike the
regul ati on of human drugs and nedi cal devices, which require | NDs,
there is no requirenent for sponsors to notify FDA when they are
conducting clinical investigations of infant formula and food
additives. FDA learns of these trials only when applications are
submtted to CFSAN for product review and prenarket approval.
Therefore, we are less certain of the nunber of pediatric clinica
trials involving these kinds of products, but have based our estinmate
for these products on the nunber of pediatric trials in applications
submtted to CFSAN. Over the last 5 years, CFSAN has received data from
about five trials per year with applications for infant formula.
Pediatric trials of food additives are highly unusual. According to one
CFSAN official, only a handful of applications containing data from
pediatric trials have been received by CFSAN over the |ast 20 years.



(One exanple is data received on the food additive Oestra that was
tested in children because it was known to cause nmld diarrhea in
adults.) Therefore, we estimated that, per year, one pediatric trial
studying food additives is conducted in the United States. The agency
seeks particular industry comment on this figure, because of the
uncertainty of this estinate.

The total annual cost of review ng ongoing and future pediatric
clinical trials, as shown in table 1 of this docunent, is estimated to
be $33,000 for the year 2001 and $23,550 per year in years 2002 through
2009.

In addition to these annual costs, we assune that each | RB
reviewi ng FDA-regul ated pediatric clinical trials will have to conduct
a one-tinme review and update of their standard operating procedure
(SOP) docunents to include the requirenments of this rule. Experts at
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FDA estimate that up to 1,500 I RBs nay review protocols for research
performed under an I ND or | DE. Because we believe that nost |RBs
currently follow procedures simlar to those required by this rule, we
estimate that changes to existing SOPs will require no nore than 8 nan-
hours. Multiplying the 1,500 IRBs by 8 and applying a standardi zed cost
of $75 per man-hour equals a one-time cost of $900, 000. This one-tine
cost would occur in the year 2001, follow ng inplenmentation of the
rule.

This rule specifies that 1 RBs revi ew ongoing pediatric trials to
verify conpliance with the requirenments of this rule. These reviews are
to occur during the first periodic review followi ng the inplenentation
of this rule or sooner, at the discretion of the IRB. If the ongoing
trial is not in conpliance with the requirenents of the rule, the
trial, under certain circunstances, could be placed on clinical hold.
FDA believes that the |ikelihood of this occurrence is renote, because
IRBs currently review ng pediatric research are already routinely
foll owi ng HHS subpart D regul ati ons, which are essentially simlar to
the requirenents of this rule (see FDA's informati on sheets, " @i dance
for Institutional Review Boards and dinical Investigators'').
Furthernore, by the time this rule becones effective, nost pediatric
studi es conducted in response to FDA requests for studies of narketed
drugs under the pediatric exclusivity provision of the Mdernization
Act will be conpleted. W therefore have assuned no costs associ at ed
with clinical holds, but seek industry comment on this assunption.

W estimate that the costs of this rule will total $933,000 in the
year 2001 and $23,550 per year in years 2002 through 2009.

The Regul atory Flexibility Act requires agencies to anal yze
regul atory options that would mininmze any significant inpact of a rule
on snmall entities, unless the rule is not expected to have a
significant econom c inpact on a substantial nunber of small entities.
Al t hough many | RBs are conmponents of small entities, this rule inposes
very nodest new costs on any individual IRB. The estinmated one-tine
cost of SOP review and revision for any individual IRBis only $600.
The estimated additional cost per clinical trial review amounts to only
$75. FDA expects that any given IRB will conduct no nore than a few
reviews of trials involving children. Therefore, under the Regul atory
Flexibility Act, the Comnm ssioner of Food and Drugs certifies that this
rule will not have a significant econom c effect on a substantia
nunber of snmall entities.



V. Paperwork Reduction Act of 1995

This interimrule contains no new col |l ections of information. The
information requested for clinical investigations in children is
al ready covered by the collection of information in IND regulations (21
CFR part 312), IDE regulations (21 CFR part 812), IRB regulations (21
CFR 56. 115), food additive petition and nutrient content claimpetition
regul ations (21 CFR 101.69 and 101.70), and infant fornula regul ati ons
(21 CFR parts 106 and 107) approved by the Ofice of Managenent and
Budget (QOWB).

In accordance with the Paperwork Reduction Act of 1995 (44 U S. C
3501-3520), OVB approved the information collection in I ND regulations
and assigned OMB control nunber 0910-0014. The approval expires on
Sept enber 30, 2002. OVB approved the information collection in |IDE
regul ati ons and assi gned OVMB control nunber 0910-0078. The approva
expi res on August 31, 2003. OB approved the information collection in
| RB regul ati ons and assi gned OVB control nunber 0910-0130. The approva
expi res on Cctober 31, 2001. OMB approved the information collection in
food additive and nutrient content claimpetitions and assi gned OB
control nunber 0910-0381. The approval expires on Septenber 30, 2001
OMB approved the information collection in infant fornula regul ati ons
and assigned OMB control nunber 0910-0188. The approval expires on
February 29, 2004. An agency nmay not conduct or sponsor, and a person
is not required to respond to, a collection of information unless it
di splays a currently valid OVB control nunber.

VI. Environnental |npact

The agency has considered the environnental effects of this interim
rul e and has deterni ned under 21 CFR 25.30(h) that this action is of a
type that does not individually or cunulatively have a significant
effect on the human envi ronment. Therefore, neither an environnental
assessnent nor an environnental inpact statement is required.

VI1. Federalism

FDA has anal yzed this interimrule in accordance with the
principles set forth in Executive Order 13132. FDA has determ ned t hat
the interimrule does not contain policies that have substantial direct
effects on the States, on the relationship between the Nationa
CGovernnent and the States, or on the distribution of power and
responsibilities anong the various |evels of governnent. Accordingly,

t he agency has concluded that the interimrule does not contain
policies that have federalisminplications as defined in the order and,
consequently, a federalismsumary inpact statement is not required

VI1l. Qpportunity for Public Coment

Interested persons nmay submt to the Dockets Managenent Branch
(address above) witten coments regarding this interimrule by July
23, 2001. Two copies of any conments are to be submitted, except that
i ndividuals may subnmit one copy. Conmments are to be identified with the
docket nunber found in brackets in the heading of this docunent.

Recei ved comments may be seen in the office above between 9 a.m and 4
p. m, Monday through Friday. Submt witten coments on the infornation
collection provisions to the Ofice of Information and Regul atory
Affairs, OVB (address above) by May 23, 2001



Li st of Subjects
21 CFR Part 50

Human research subjects, Prisoners, Reporting and recordkeeping
requi renents, Safety.

21 CFR Part 56

Hurmman research subjects, Reporting and recordkeepi ng requiremnents,
Safety.

Ther ef ore, under the Federal Food, Drug, and Cosnetic Act and under
authority del egated to the Comm ssioner of Food and Drugs, 21 CFR parts
50 and 56 are anended as foll ows:

PART 50-- PROTECTI ON OF HUMAN SUBJECTS

1. The authority citation for 21 CFR part 50 is revised to read as
fol | ows:

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

Sec. 50.1 [Amended]

2. Anend Sec. 50.1 Scope as foll ows:

a. In the first sentence of paragraph (a) after the word
“Yincluding' ' add the phrase " foods, including dietary suppl enents,
that bear a nutrient content claimor a health claim infant
formul as, '"'.

b. In the third sentence of paragraph (a) add nunerically to the
list of Federal Food, Drug, and Cosnetic Act sections the nunbers
1403, 7412, and " 413,'".

3. Amend Sec. 50.3 by addi ng paragraphs (b)(23), (b)(24), (b)(25),
(n), (0), (p), (g), (r), and (s) to read as foll ows:
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Sec. 50.3 Definitions.

* * % *x *

(b)***
(23) Data and information about a clinical study of an infant
formul a when submtted as part of an infant fornula notification under

section 412(c) of the Federal Food, Drug, and Cosnetic Act.

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

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

* * % *x *

(n) Assent neans a child' s affirmative agreenent to participate in



a clinical investigation. Mere failure to object nmay not, absent
affirmati ve agreenent, be construed as assent.

(o) Children neans persons who have not attained the | egal age for
consent to treatnments or procedures involved in clinica
i nvestigations, under the applicable |Iaw of the jurisdiction in which
the clinical investigation will be conduct ed.

(p) Parent neans a child' s biological or adoptive parent.

(gq) wWard nmeans a child who is placed in the | egal custody of the
State or other agency, institution, or entity, consistent with
appl i cabl e Federal, State, or local |aw

(r) Perm ssion neans the agreenent of parent(s) or guardian to the
participation of their child or ward in a clinical investigation
Per m ssi on nust be obtained in conpliance with subpart B of this part
and must include the el enments of inforned consent described in
Sec. 50. 25.

(s) Guardi an nmeans an individual who is authorized under applicable
State or local law to consent on behalf of a child to general nedica
care when general nedical care includes participation in research. For
pur poses of subpart D of this part, a guardian al so neans an indivi dua
who is authorized to consent on behalf of a child to participate in
research.

4. Add subparts C and Dto part 50 to read as foll ows:

Subpart G -[ Reserved]

Subpart D--Additional Safeguards for Children in dinica
I nvesti gati ons

Sec.
50.50 | RB duti es.
50.51 dinical investigations not involving greater than m ninal
risk.
50.52 dinical investigations involving greater than mnimal risk
but presenting the prospect of direct benefit to individua
subj ect s.
50.53 dinical investigations involving greater than mnimal risk
and no prospect of direct benefit to individual subjects, but likely
to yield generalizabl e knowl edge about the subjects' disorder or
condi ti on.
50.54 dinical investigations not otherw se approvabl e that present
an opportunity to understand, prevent, or alleviate a serious
problem affecting the health or welfare of children
50.55 Requirenents for perm ssion by parents or guardians and for
assent by children
50.56 Wards.

Subpart C -[ Reserved]
Subpart D--Additional Safeguards for Children in dinica
I nvesti gati ons
Sec. 50.50 |RB duties.
In addition to other responsibilities assigned to I RBs under this

part and part 56 of this chapter, each I RB nust review clinica
i nvestigations involving children as subjects covered by this subpart D



and approve only those clinical investigations that satisfy the
criteria described in Sec. 50.51, Sec. 50.52, or Sec. 50.53 and the
conditions of all other applicable sections of this subpart D.

Sec. 50.51 dinical investigations not involving greater than mnina
risk.

Any clinical investigation within the scope described in Secs. 50.1
and 56. 101 of this chapter in which no greater than mnimal risk to
children is presented may involve children as subjects only if the IRB
finds and docunents that adequate provisions are nmade for soliciting
the assent of the children and the permnission of their parents or
guardi ans as set forth in Sec. 50.55

Sec. 50.52 dinical investigations involving greater than mnimal risk
but presenting the prospect of direct benefit to individual subjects.

Any clinical investigation within the scope described in Secs. 50.1
and 56. 101 of this chapter in which nore than nmnimal 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
nmoni toring procedure that is likely to contribute to the subject's
wel | - being, may involve children as subjects only if the IRB finds and
docunent s that:

(a) The risk is justified by the anticipated benefit to the
subj ect s;

(b) The relation of the anticipated benefit to the risk is at |east
as favorable to the subjects as that presented by available alternative
appr oaches; and

(c) Adequate provisions are nade for soliciting the assent of the
children and perm ssion of their parents or guardians as set forth in
Sec. 50.55.

Sec. 50.53 Ainical investigations involving greater than mnina

ri sk and no prospect of direct benefit to individual subjects, but
likely to yield generalizabl e know edge about the subjects' disorder or
condi ti on.

Any clinical investigation within the scope described in Secs. 50.1
and 56. 101 of this chapter in which nore than mininmal 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
nmoni toring procedure that is not likely to contribute to the well-being
of the subject, may involve children as subjects only if the IRB finds
and documents that:

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

(b) The intervention or procedure presents experiences to subjects
that are reasonably conmmensurate with those inherent in their actual or
expect ed nedi cal, dental, psychol ogical, social, or educationa
situations;

(c) The intervention or procedure is likely to yield generalizable
know edge about the subjects' disorder or condition that is of vita
i nportance for the understanding or anelioration of the subjects
di sorder or condition; and



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

Sec. 50.54 dinical investigations not otherw se approvabl e that
present an opportunity to understand, prevent, or alleviate a serious
problem affecting the health or welfare of children

If an I RB does not believe that a clinical investigation within the
scope described in Secs. 50.1 and 56.101 of this chapter and invol ving
children as subjects neets the requirenents of Sec. 50.51, Sec. 50.52,
or Sec. 50.53, the clinical investigation may proceed only if:

(a) The IRB finds and docunents that the clinical investigation
presents a reasonabl e opportunity to further the understandi ng,
prevention, or alleviation of a serious problemaffecting the health or
wel fare of children; and

(b) The Commi ssioner of Food and Drugs, after consultation with a
panel of experts in pertinent disciplines (for exanple: science,
medi ci ne, education, ethics, law) and foll owi ng opportunity for public
revi ew and conment, determ nes either
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(1) That the clinical investigation in fact satisfies the
conditions of Sec. 50.51, Sec. 50.52, or Sec. 50.53, as applicable, or

(2) That the followi ng conditions are net:

(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 perm ssion of their parents or guardians as set forth
in Sec. 50.55.

Sec. 50.55 Requirenents for perm ssion by parents or guardi ans and for
assent by children

(a) In addition to the determ nations required under other
appl i cabl e sections of this subpart D, the IRB nust deternine that
adequate provisions are made for soliciting the assent of the children
when in the judgnent of the IRB the children are capable of providing
assent .

(b) I'n determ ning whether children are capable of providing
assent, the IRB nust take into account the ages, maturity, and
psychol ogi cal state of the children involved. This judgnment nmay be nade
for all children to be involved in clinical investigations under a
particul ar protocol, or for each child, as the I RB deens appropriate.

(c) The assent of the children is not a necessary condition for
proceeding with the clinical investigation if the | RB determ nes:

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

(2) That the intervention or procedure involved in the clinica
i nvestigation holds out a prospect of direct benefit that is inportant
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 determ nes that the subjects are capabl e of
assenting, the IRB may still waive the assent requirenent if it finds
and docunents that:

(1) The clinical investigation involves no nore than mninmal risk
to the subjects;

(2) The waiver will not adversely affect the rights and wel fare of
t he subj ects;

(3) The clinical investigation could not practicably be carried out
wi t hout the waiver; and

(4) Whenever appropriate, the subjects will be provided with
additional pertinent information after participation.

(e) In addition to the determ nations required under other
appl i cabl e sections of this subpart D, the IRB nust determine that the
perm ssion of each child' s parents or guardian is granted.

(1) Where parental permission is to be obtained, the IRB may find
that the perm ssion of one parent is sufficient, if consistent with
State law, for clinical investigations to be conducted under Sec. 50.51
or Sec. 50.52.

(2) Were clinical investigations are covered by Sec. 50.53 or
Sec. 50.54 and permission is to be obtained fromparents, both parents
nmust give their permssion unless one parent is deceased, unknown,

i nconpetent, or not reasonably available, or when only one parent has
| egal responsibility for the care and custody of the child if
consistent with State | aw.

(f) Perm ssion by parents or guardi ans nust be docunented in
accordance with and to the extent required by Sec. 50.27.

(g) Wien the IRB determines that assent is required, it rnust al so
det ermi ne whet her and how assent nust be docunent ed.

Sec. 50.56 Wards.

(a) Children who are wards of the State or any ot her agency,
institution, or entity can be included in clinical investigations
approved under Sec. 50.53 or Sec. 50.54 only if such clinica
i nvestigations are:

(1) Related to their status as wards; or

(2) Conducted in schools, canps, hospitals, institutions, or
simlar settings in which the magjority of children involved as subjects
are not wards.

(b) If the clinical investigation is approved under paragraph (a)
of this section, the |RB nust require appointnent of an advocate for
each child who is a ward

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

(2) One individual may serve as advocate for nore than one child.

(3) The advocate nmust 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 clinica
i nvestigation.

(4) The advocate must not be associated in any way (except in the
rol e as advocate or nenber of the IRB) with the clinical investigation
the investigator(s), or the guardian organi zation

PART 56--1 NSTI TUTI ONAL REVI EW BOARDS



5. The authority citation for 21 CFR part 56 is revised to read as
fol | ows:

Authority: 21 U S.C 321, 343, 346, 346a, 348, 350a, 350b, 351,
352, 353, 355, 360, 360c-360f, 360h-360j, 371, 379%e, 381; 42 U S.C
216, 241, 262, 263b-263n

Sec. 56.101 [ Anended]

6. Amend Sec. 56.101 Scope in the first sentence of paragraph (a)
by adding after the word "“including ' the phrase "~ foods, including
dietary supplenents, that bear a nutrient content claimor a health
claim infant fornulas,'".

7. Anend Sec. 56.102 by addi ng paragraphs (b)(21), (b)(22), and
(b)(23) to read as follows:

Sec. 56.102 Definitions.

* * % * *

(b) * * * . . . .

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

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

(23) Data and information frominvestigations involving children
submtted in a new dietary ingredient notification, described in
Sec. 190.6 of this chapter

8. Amend Sec. 56.109 by addi ng paragraph (h) to read as foll ows:

Sec. 56.109 |IRB review of research

* * *x * *

(h) When sone or all of the subjects in a study are children, an
| RB nmust determine that the research study is in conpliance with part
50, subpart D of this chapter, at the tine of its initial review of the
research. Wien sone or all of the subjects in a study that is ongoing
on April 30, 2001 are children, an IRB nust conduct a review of the
research to determ ne conpliance with part 50, subpart D of this
chapter, either at the tine of continuing review or, at the discretion
of the IRB, at an earlier date.

9. Anend Sec. 56.111 by addi ng paragraph (c) to read as foll ows:

Sec. 56.111 Criteria for I RB approval of research

* * *x * *

(c) In order to approve research in which some or all of the
subjects are children, an IRB nust determine that all research is in
conpliance with part 50, subpart D of this chapter
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Dat ed: February 28, 2001.
Ann M Wtt,

Acting Associ ate Conmi ssioner for Policy.
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