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SUMMARY: W th this notice, the National Institutes of Health (NI H
establ i shes

gui delines on the inclusion of children in research involving human
subj ect s,

including, but not limted to, clinical trials, supported or conducted
by the

NI H.

EFFECTI VE DATE: This policy applies to all initial (Type 1)
appl i cati ons/

proposal s and intranural projects submtted for receipt dates after
Cct ober 1,

1998.

I. Introduction

Thi s docunent sets forth the policy and guidelines on the inclusion of
children

in research involving human subjects that is supported or conducted by
t he

National Institutes of Health (NIH). The goal of this policy is to

i ncrease the

participation of children in research so that adequate data will be
devel oped to

support the treatnent nodalities for disorders and conditions that
affect adults

and may al so affect children. For the purposes of this NH policy,
studi es

i nvol vi ng human subj ects include categories of research that would

ot herw se be

exenpted fromthe DHHS Policy for Protection of Human Research Subjects.
These

categories of research are exenpted fromthe DHHS policy because they
pose

mnimal risk to the participants, and not because the studies should not
i ncl ude

children. Exanples of such research include surveys, evaluation of
educati ona

i nterventions, and studies of existing data or speci nens that should

i ncl ude

children as participants. Nevertheless, the inclusion of children as
participants in research nmust be in conpliance with all applicable
subparts of

45 CFR 46 as well as with other pertinent federal |aws and regul ations
whet her

or not the research is otherw se exenpted from 45 CFR 46



1. Background

The policy was devel oped because nedi cal treatnents applied to children
are often

based upon testing done only in adults, and scientifically eval uated
treatnents

are less available to children due to barriers to their inclusion in
research

studies. These concerns were specifically articulated in Congressiona
directives to the NNH as reflected in | anguage fromthe FY 1996 House
and Senate

Appropriations Commttee reports as foll ows:

HOUSE

The Conmittee is concerned that inadequate attention and resources are
devot ed

to pediatric research conducted and supported by the National Institutes
of

Heal th. Mbst research on the cause, treatnent and cure of diseases

whi ch affect

children rely primarily on adults as subjects in clinical trials.
Consequent | y,

treatment options which nay be effective for adults can have an adverse
i npact

on the outcone of children as well as on their future growh and

devel opnent .

The Conmittee strongly encourages the NNH to strengthen its portfolio of
basi c,

behavi oral and clinical research conducted and supported by all of its
rel evant

Institutes, to establish priorities for pediatric research, and to
ensure the

adequacy of translational research fromthe |aboratory to the clinica
setting.

The Conmittee encourages the NIH to establish guidelines to include
children in

clinical research trials conducted and supported by NNH.  The Committee
expects

NlH to devel op performance indicators to neasure specific progress on

t he above,

denonstrated by the devel opnent of new prograns or strengthening of

exi sting

prograns and to report to the Commttee prior to the 1997 appropriations
heari ngs

(H R Report No. 209, 104th Congress, 1st session, 80-81, 1995).

SENATE

Pedi atric research---The Conmittee recogni zes the substantial benefits
t hat

bi onedi cal research offers to the health and wel | -being of our Nation's
children.

Savi ngs from productive innovations in health care, derived from
scientific

i nvestigations of the highest quality, can be significant in ternms of
dol l ars and



quality of life for children. The opportunities for advancenents in the
prevention and treatnent of diseases which affect children or begin in
chi | dhood

have never been greater. The Committee intends to work with the Ofice
of the

Director as it explores ways to take advantage of such opportunities and
strengthen the NNH s capacity to support and encourage extranural
pediatric

research. O particular interest is the establishment of guidelines to
i ncl ude

children in clinical research trials conducted and supported by the NIH
(S

Report No. 145, 104th Congress, 1st session, 112, 1995).

In June 1996, the National Institute of Child Health and Human

Devel opnent

(NICHD) and the Anerican Acadeny of Pediatrics convened a workshop to
address the

i nclusion of children as participants in research. After review ng
reports,

background papers, and a study of a sanple of N H sponsored clinica
research

abstracts that suggested that 10-20% i nappropriately excluded children
t he

conveners concluded that there is a need to enhance the inclusion of
children in

clinical research. This conclusion is based upon scientific

i nformation,

denonstrated hunman need, and considerations of justice for children in
recei ving

adequately evaluated treatnents. The need reaches across a broad
spect rum of

clinical research, including studies on pharmaceutical and therapeutic
agents,

behavi oral , devel opnental and life cycle issues including childhood
ant ecedent s

of adult disease, and prevention and health services research

The American Acadeny of Pediatrics has reported that only a snal
fraction of all

drugs and bi ol ogi cal products nmarketed in the U S. have had clinica
trials

performed in pediatric patients and a majority of marketed drugs are not
| abel ed

for use in pediatric patients. Many drugs used in the treatnment of both
conmon

chil dhood ill nesses and nore serious conditions carry little infornmation
in the
| abel s about use in pediatric patients. In order to address these

i nadequaci es,

the Food and Drug Administration (FDA) has published

(http://ww. fda.gov/) a

proposed regul ation calling for changes in the testing of prescription
drugs to

ensure that manufacturers specifically exam ne the drugs effects on
children if

the medi cations are to have clinically significant use in children




In January 1997 the NI H announced (NIH Quide for Grants and Contracts,
vol une 26,

Nurmber 3, January 31, 1997) plans to develop a policy for the inclusion
of

children in N H supported human subj ect research. This publication
fulfills the

goal of the announced pl an.

1. Policy

It is the policy of NNH that children (i.e., individuals under the age
of 21)

nmust be included in all human subjects research, conducted or supported
by the

NIH, unless there are scientific and ethical reasons not to include
them This

policy applies to all N H conducted or supported research involving
human

subj ects, including research that is otherw se "exenpt" in accord with
Secti ons

101(b) and 401(b) of 45 CFR 46 - Federal Policy for the Protection of
Human

Subj ects. The inclusion of children as subjects in research nust be in
conpliance with all applicable subparts of 45 CFR 46 as well as with
ot her

pertinent federal |laws and regulations. Therefore, proposals for
research

i nvol vi ng human subj ects nust include a description of plans for

i ncl udi ng

children. |If children will be excluded fromthe research, the
application or

proposal must present an acceptable justification for the exclusion

In the research plan, the investigator should create a section titled
"Participation of Children". This section should provide either a
description

of the plans to include children and a rationale for selecting or
excluding a

specific age range of child, or an explanation of the reason(s) for
excl udi ng

children as participants in the research. Wen children are included,
t he pl an

nmust al so include a description of the expertise of the investigative
t eam f or

dealing with children at the ages included, of the appropriateness of
t he

available facilities to accommodate the children, and the inclusion of a
sufficient nunber of children to contribute to a neani ngful anal ysis
relative to

t he purpose of the study. Scientific review groups at the NIH wi ||
assess each

application as being "acceptable" or "unacceptable" in regard to the
age-

appropriate inclusion or exclusion of children in the research project,
in



addition to evaluating the plans for conducting the research in accord
with these
provi si ons.

Justifications for Exclusions

It is expected that children will be included in all research involving
human

subj ects unl ess one or nore of the follow ng exclusionary circunstances
can be

fully justified:

1. The research topic to be studied is irrelevant to children

2. There are laws or regulations barring the inclusion of children in
:dearch. For exanple, the regulations for protection of hunman subjects
gLLZ@%ting adults to accept a higher level of risk than are permtted
Lﬁgldren

3. The know edge bei ng sought in the research is already available for
children

or will be obtained from another ongoi ng study, and an additional study
will be

redundant. Docunentation of other studies justifying the exclusions
shoul d be

provided. N H programstaff can be contacted for gui dance on this issue
if the

information is not readily avail able.

4. A separate, age-specific study in children is warranted and
pref erabl e.
Exanpl es i ncl ude:

a. The relative rarity of the condition in children, as conpared to
adults (in

t hat extraordi nary effort would be needed to include children

al though in rare

di seases or disorders where the applicant has nade a particular effort
to

assenbl e an adult popul ation, the sane effort would be expected to
assenbl e a

simlar child population with the rare condition);

b. The nunber of children is linmted because the majority are already
accessed

by a nationw de pediatric di sease research network, so that requiring
i ncl usion

of children in the proposed adult study would be both difficult and
unnecessary

(in that the topic was al ready being addressed in children by the

net wor k) as

wel |l as potentially counterproductive (in that fewer children could be
avai |l abl e



for the network study if other studies were required to recruit and
i ncl ude

t hem ;

c. Issues of study design preclude direct applicability of hypotheses
and/ or

interventions to both adults and children (including different
cognitive

devel opnental , or disease stages or different age-rel ated netabolic
processes).

While this situation may represent a justification for excluding
children in sone

i nstances, consideration should be given to taking these differences
i nto account

in the study design and expandi ng the hypot heses tested or the
interventions to

allow children to be included rather than excl uding them

5. Insufficient data are available in adults to judge potential risk in
children

(in which case one of the research objectives could be to obtain
sufficient adult

data to nmake this judgnent). Wile children usually should not be the
initial

group to be involved in research studies, in some instances, the nature
and

seriousness of the illness may warrant their participation earlier
based on

careful risk and benefit anal ysis.

6. Study designs ainmed at collecting additional data on pre-enrolled
adul t study

participants (e.g., longitudinal follow up studies that did not include
data on

chi l dren).

7. Qher special cases justified by the investigator and found
acceptable to the
review group and the Institute Director

V. Inplenmentation

A. Date of Inplementation

This policy applies to all initial applications (Type 1)/proposals and
i ntranural

projects subnmtted for receipt dates after Cctober 1, 1998.

B. Roles and Responsibilities

This policy applies to all N H conducted or -supported research

i nvol vi ng human

subjects. Certain individuals and groups have special roles and
responsibilities

with regard to the adoption and inpl enentati on of these guidelines.

1. Principal Investigators



Principal investigators should assess the scientific rationale for

i ncl usi on of

children in the context of the topic of the study. Questions that
shoul d be

consi dered in devel opi ng a study involving human subj ects may i ncl ude,
but are

not limted to, the following: Wen is the exclusion of children
appropri ate?

Under what circunstances is it appropriate? At what ages is it
appropriate? The

principal investigator should address the policy in the application
provi di ng

the required information on participation of children in research
projects, and

required justifications for any exceptions allowed under the policy in
t he

research plan under a section titled "Participation of Children"

2. Institutional Review Boards (I|RBs)

The | RB addresses the appropriateness of the population studied in termns
of the

ains of the research and ethical standards. [|RBs have the
responsibility to

exam ne ethical issues, including equitable selection of research
partici pants

i n accordance with Federal Regul ations (45 CFR 46) The partici pation of
children

in research, including children of both genders and children from
mnority

groups, is inportant to assure that they receive a share of the benefits
of

research. |RBs have special review requirenents (45 CFR 46, Subpart D
Sec.

401-409) to protect the well-being of children who participate in
research. |IRBs

nmay approve research involving children only if the special provisions
are net.

3. Scientific Review G oups

In conducting peer review of applications/proposals for scientific and

t echni ca

nerit, appropriately constituted scientific review groups, technica

eval uation

groups, and intramural review panels will evaluate the proposed plan for
i nclusion or exclusion of children as acceptabl e or unacceptabl e.
Ther ef or e,

t hese groups nust include appropriate expertise in research involving
children

to nake the eval uation.

4. Institute/Center Cbligations

Fol l owi ng scientific review and Council review, Institute/Center
Directors and



their staff shall determ ne whether: (a) the research involves hunman
subj ect s,

and (b) the inclusion or exclusion of children neets the requirenents of
t he

policy. Programstaff should assess exceptions to this policy in view
of the IC

research portfolio.

5. Educational Qutreach by NNH to Informthe Professional Comunity

NIH staff will present these guidelines to investigators, |RB nenbers,
peer
revi ew groups, and Advisory Councils in a variety of public foruns.

6. Applicability to Foreign Research Involving Human Subjects

The policy of inclusion of children in N H conducted or supported
research

activities in foreign countries (including collaborative activities) is
t he sane

as that for research conducted in the U S

V. Definitions

For the purpose of inplenenting these guidelines, the foll ow ng
definitions

apply.
A Child

For purposes of this policy, a child is an individual under the age of
21 years.

This policy and definition do not affect the human subject protection
regul ati ons

for research on children (45 CFR 46) and their provisions for assent,

per m ssi on,

and consent, which remai n unchanged.

It should be noted that the definition of child described above will
pertain

not wi t hst andi ng the FDA definition of a child as an individual from
infancy to

16 years of age, and varying definitions enployed by sone states.
Ceneral ly,

State | aws define what constitutes a "child," and such definitions
dictate

whet her or not a person can legally consent to participate in a research
st udy.

However, State |aws vary, and many do not address when a child can
consent to

participate in research. Federal Regul ations (45 CFR 46, subpart D,
Sec. 401- 409)

address DHHS protections for children who participate in research, and
rely on

State definitions of "child" for consent purposes. Consequently, the
children



included in this policy (persons under the age of 21) nmay differ in the
age at

which their own consent is required and sufficient to participate in
research

under State |law. For exanple, sone states consider a person age 18 to
be an

adult and therefore one who can provi de consent w thout parental

per m ssi on.

Additionally, I RBs have special reviewrequirements to protect the well-
bei ng of

children who participate in research. These requirenents relate to ri sk,
benefit,

parent al / guardi an consent, and assent by children, and to research

i nvol vi ng

children who are wards of the State or of another institution. The | oca
| RB

approves research that satisfies the conditions set forth in the
regul ati ons.

B. Human Subj ects

The definition of a human subject appears in Title 45 part 46 of the
Depar t ment

of Health and Hurman Servi ces Regul ations for the Protection of Human
Subj ects and

is as follows: "Human subject nmeans a living individual about whom an
i nvestigator (whether professional or student) conducting research
obtains: (1)

Data through intervention or interaction with the individual, or (2)
identifiable

private information."

VI. Decision Tree for Participation of Children in Research

The inclusion of children in research is a conplex and chal |l engi ng

i ssue.

Nonet hel ess, it also presents the opportunity for researchers to
address the

concern that treatnment nodalities used to treat children for many

di seases and

di sorders are based on research conducted with adults. The |inked
"deci sion tree"

is intended to facilitate the determnation of policy inplenentation
by principal investigators and reviewers with regard to the inclusion of
children

in research invol ving human subj ects.

VI1. Additional Requirenents for Research that Includes Children

The followi ng chart sunmarizes the additional requirenents under the
DHHS

Regul ations 45 CFR 46, Subpart D based on the risks and benefits to
chil dren who

participate in research

Types of Research Requi renent s



No greater than mnimal risk Assent of child and
per m ssi on
of at |east one parent

Geater than mininmal risk AND Assent of child and
perm ssi on
prospect of direct benefit of at |east one parent

Anti ci pated benefit
justifies the

ri sk, AND

Antici pated benefit is
at | east

as favorable as that of

al ternative approaches.
Geater than mninmal risk and Assent of child and
perm ssi on
no prospect of direct benefit of both parents

Only a mnor increase
over

m ni mal ri sk

Likely to yield
general i zabl e

know edge about the
child' s

di sorder or condition
that is of

vital inmportance for the

under st andi ng or
anmel i oration of

t he di sorder or
condi tion, AND

The intervention or
pr ocedur e

presents experiences to
the child

that are reasonably
conmensur at e

with those in the
child s actual

or expected nedical,

dent al ,

psychol ogi cal , soci al
or

educati onal situations
Any ot her research Assent of child and

perm ssi on
of both parents



IRB finds that the
research

presents a reasonable
opportunity

to further the
under st andi ng,

prevention, or
alleviation of a

serious problem
af fecting the

health or welfare of

chi | dren,

AND

The Secretary approves,
after

consultation with a
panel of

experts in pertinent
di sci plines
(e.g., science,

nmedi ci ne,

education, ethics, |aw)
and

foll owi ng publication
and public

conment
VIIl. NH Contacts for Mre Information

The foll owi ng senior extranural staff fromthe NIH Institutes and
Centers may be

contacted for further information about the policy and rel evant

I nstitutel/ Center

progr amns:

The following senior extramural staff fromthe NIH Institutes and
Centers may be

contacted for further information about the policy and rel evant

I nstitute/ Center

progr ams:

Dr. Marvin Kalt

Nati onal Cancer Institute Executive Plaza North, Room 600C, 6130
Executi ve

Boul evard, Bethesda, Maryland 20892. Tel: (301) 496-5147. e-nail:
nk74s@i h. gov

Dr. Jack McLaughlin, National Eye Institute, Executive Plaza South, Room
350,

6120 Executive Boul evard, Bethesda, Maryland 20892. Tel: (301) 496-9110.
e-mail:

j m82p@i h. gov

Dr. Ron Geller, National Health, Lung and Bl ood Institute, Rockledge
Center 2,



Room 7100, 6701 Rockl edge Drive, Bethesda, Maryland 20892. Tel: (301)
435-0260.
e-mail: rg33k@i h. gov

Dr. Mark Quyer, National Human Genonme Research Institute, Building 38A,
Room 604,
38 Library Drive, Bethesda, Maryland 20892. Tel: (301) 402-5407. e-mail:

ng25m@ni h. gov

Dr. MriamKelty, National Institute on Aging, Gateway Buil di ng, Room
2C218F,

7201 W sconsin Avenue, Bethesda, Maryland 20892. Tel: (301) 496-9322. e-
mai | :

nk46u@i h. gov

Dr. Kenneth Warren, National Institute on A cohol Abuse and Al coholism
Room 409,

MSC 7003, 6000 Executive Boul evard, Bethesda, Maryland 20892-7003. Tel:
(301)

443-4375. e-mail: kw46m@i h. gov

Dr. John McGowan, National Institute of Allergy and Infectious Diseases,
Sol ar

Bui | di ng, Room 3C20, 6003 Executive Boul evard, Bethesda, Maryl and 20892.
Tel :

(301) 496-7291. e-mail: jnBOc@i h. gov

Dr. Steven Hausnman, National Institute of Arthritis and Miscul oskel et al
and Skin

Di seases, Building 31, Room 4C32, 31 Center Drive, Bethesda, Maryl and
20892. Tel :

(301) 402-1691.

e-mail: sh4lg@i h. gov

Dr. Yvonne Maddox, National Institute of Child Health and Human

Devel opnent ,

Bui |l di ng 31, Room 2A03, 31 Center Drive, Bethesda, Maryland 20892. Tel:
(301)

496-1848. e-nmmil: yml6x@i h. gov

Dr. Craig Jordan, National Institute of Deafness and O her Conmuni cation
Di sorders, Executive Plaza South, Room 400C, 6120 Executive Boul evard,
Bet hesda,

Maryl and 20892. Tel: (301) 496-8693. e-nail: cj34b@i h. gov

Dr. Lois Cohen, National Institute on Dental Research, Building 45 Room
4AN18E,

45 Center Drive, Bethesda, Maryland 20892. Tel: (301) 594-7710. e-nail:

| c85n@i h. gov

Dr. Walter Stolz, National Institute of D abetes and Digestive and

Ki dney

D seases, Building 45, Room 6AS25C, 45 Center Drive, MSC 6600, Bethesda,
Mar yl and

20892- 6600. Tel: (301) 594-8834. e-nmail: ws23e@i h. gov




Dr. Teresa Levitin, National Institute on Drug Abuse, Parklawn Buil di ng,
Room 10-

42, 5600 Fishers Lane, Rockville, Mryland 20857. Tel (301) 443-2755. e-
mai | :

t1 25u@i h. gov

Dr. Anne Sassanman, National Institute of Environnmental Health Sciences,
Bui | di ng

3, Room 301, P.O Box 12233, Research Triangle Park, North Carolina,
27709. Tel:

(919) 541-7723. e-nmumil: asb56j @i h. gov

Dr. Sue Shafer, National Institute of General Medical Sciences, Building
45, Room

2AN32D, 45 Center Drive, MSC 6200, Bethesda, Maryland, 20892-6200. Tel:
(301)

594-4499. e-nmail: ss78v@i h. gov

Dr. Richard Nakamura, National Institute of Mental Health, Parklawn
Bui | di ng,

Room 17C- 26, 5600 Fi shers Lane, Rockville, Maryland 20857. Tel: (301)
443- 4335.

e-mail: rn3p@ih. gov

Dr. Constance Atwell, National Institute of Neurol ogical D sorders and
St r oke,

Federal Buil ding, Room 1016, 7550 W sconsin Avenue, Bethesda, Maryl and
20892.

Tel: (301) 496-9248. e-nmil: ca23c@i h. gov

Dr. Mary Leveck, National Institute of Nursing Research, Building 45,
Room 3AN12,

45 Center Drive, MSC 6300, Bethesda, Maryland, 20892-6300. Tel: (301)
594-5963.

e-mail: m 118t @i h. gov

Dr. Louise Ramm National Center for Research Resources, Building 31,
Room 3B11,

31 Center Drive, Bethesda, Maryland 20892. Tel: (301) 496-6023. e-mail:
I r 34m@ni h. gov

Dr. Kenneth Bridbord, Fogarty International Center, Building 31, Room
B2C39, 31

Center Drive, Bethesda, Maryland 20892. Tel: (301) 496-2516. e-mail:
kb16r @i h. gov
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