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Foreward
The Ethical Challenges of Recruiting Minor Adolescents for the National Children’s
Study — White Paper

This white paper was created through a work assignment under EPA contract number
68-D-02-069 to RTI International. The work assignment asked the contractor to review
the literature to answer eight questions posed by the Ethics Working Group for the
National Children’s Study and to provide a recommendation based upon their review of
the literature. This assignment was successfully completed August 25, 2004. This white
paper is a very small portion of activities associated with exploring the ethical issues
surrounding the National Children’s Study and recommendations from this paper should
not be interpreted as representing the views of, or endorsement from, the National
Children Study planners.

A series of comments were received during the technical review of this paper and the
main points of these concerns are summarized below. Please note that the white paper
is presented here in its original form as delivered from the contractor and the text does
not address these important comments.

e Much of the literature that seeks to increase an adolescent’s authority and
capacity in decision making and an increase in respect for young adults is
not adequately represented or discussed in this paper.

e Although mentioned in the paper, a more systematic review of the important
guidelines from the Society for Adolescent Medicine, “Guidelines for
Adolescent Health Research” (Santelli, 2003) is needed.

e The discussion of passive consent by parents is unclear given the report’s
recommendation for active consent upon entrance to the study.

e A more careful analysis of the extant Federal regulations that impact on the
potential for adolescents to consent to research should be included. This
includes analysis of the definition of children and the circumstances in
which parental consent may be waived [section 46.408(c)].

e Concerning minimal risk, the recommendations provided by the reports
from the National Human Research Protections Advisory Committee and
Institute of Medicine should be included.

e The legal authority of adolescent parents to consent for enroliment of their
own children appears to be on solid ground. The report is unclear on this
point and appears to suggest that grandparents provide consent for
grandchildren at delivery.
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THE ETHICAL CHALLENGES OF RECRUITING MINOR ADOLESCENTS
FOR THE NATIONAL CHILDREN’S STUDY

WHITE PAPER
I. INTRODUCTION

The federal government is designing the National Children’s Study (NCS), a
congressionally mandated longitudinal study that will examine the effects of environmental
exposures among children, from before birth until age 21. The goal of the NCS is to improve the
health and well-being of children. Current plans for the NCS include the following design
components:

( About 100,000 children will be enrolled in the study, which is a sample sufficiently
large to study the effects of low levels of exposure to environmental agents.

( Data collection (i.e., measurements and observations) will begin as early as possible
in awoman’s pregnancy. Some participants will be enrolled preconception.

( Data will be collected on the participant’s environment and outcomes until the subject
is at least 21 years old.

( Study findings will be combined into a database whose elements can be used to assess
the impact of environmental and other factors on children and families.

NCS planners have noted that including sexually active or pregnant minors in the
National Children’s Study may pose unique risks and benefits to the individual and to
adolescents as a group. The National Institutes of Health (NIH) and other agencies require
children to be appropriately included in research studies. Before deciding whether and how to
recruit minors into the NCS, the NCS planners identified eight questions to be addressed. This
paper responds to those questions by synthesizing literature from the medical, behavioral,
research, bioethical, and legal fields.

Definitions and Assumptions

Throughout this paper we use the terms “parent” and “guardian” interchangeably to refer
to the adult legally responsible for the child. The terms “minor” and “adolescent” are used
interchangeably in this paper and refer to an individual who has not reached the age of 18. All
but four states have 18 as the age of majority, at which point individuals attain the legal status of
adults and would be considered as such for purposes of enrolling and participating in the NCS.
Interestingly, the distinction between a “minor” and a “child” is meaningful for the questions
NCS planners have posed because the legal definition of the former as determined by state laws
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is not necessarily the same as the definition of the latter in federal research regulations (English,
1995 XE "English, 1995" ).

In this paper, we assume that the NCS will not require any medical treatment or
intervention with respondents. This assumption is extremely important because the literature,
legislation, and judicial interpretations regarding minors’ ability to make their own decisions are
often based on the particular treatment or intervention of interest. We assume the NCS will
collect various forms of data, including:

( participant-provided information about behaviors, attitudes, and personal
characteristics;

( environmental samples (such as those needed to assess air quality or lead) from the
participant’s residence; and

( biomedical specimens, such as venous blood and urine.

We also assume that the NCS will have test results reported back to participants. These
assumptions factor into the discussion in the remainder of this paper regarding the involvement
of minors in the study.

The Ethical and Legal Framework

Ethical and legal factors affect considerations about whether to recruit adolescents for the
National Children’s Study. The ethical and legal framework surrounding the issue is not static; it
has evolved over time in response to advances in science and medicine, judicial interpretation,
and societal norms. Descriptions of the evolutionary process regarding the role of minors in
research inevitably describe practices that are today considered morally reprehensible:
physicians inoculated preadolescent girls with syphilis, applied gonorrheal organisms into sick
children’s eyes, and produced scarlet fever in young children (Lederer and Grodin, 1994 XE
"Lederer and Grodin, 1994" ). As recently as the 1970s, at Willowbrook State School (an
institution for people who were severely mentally retarded) research was conducted that
deliberately infected children with the hepatitis virus. Although the Willowbrook researchers
obtained parental consent for children to participate in the study (which was not common
practice at the time), noted individuals, medical journals, the media, and the general public raised
concerns about the adequacy of information provided regarding possible risks, whether parents
should have consented to the research when no medical benefit for the child was expected, why
medicine to protect children against hepatitis was not used, and whether the admissions policy
expediting entry into Willowbrook for children whose parents agreed to participate acted as a
coercive influence (Beecher, 1970 XE "Beecher, 1970" ).
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Responses to the use of minors as subjects in medical research—including the
troublesome Willowbrook experience—have come from governments, the court systems,
medical personnel, ethicists, researchers, and the population at large. Despite the observation
that the critical issues regarding minors’ participation in research are ethical, not legal (Holder,
1985 XE "Holder, 1985" ), existing policies and legal requirements provide the most relevant
information to guide decisions regarding the recruitment of minors into the National Children’s
Study.

Several efforts to guide the ethical treatment of children and adolescents as research
participants are notable for their import. Current practices regarding human subjects protection
are generally traced to the National Research Act (P.L. 93—-348), passed in 1974, which provided
for the creation of Institutional Review Boards (IRBs) and established the National Commission
for the Protection of Human Subjects of Biomedical and Behavioral Research (Field and
Behrman, 2004). The National Commission’s 1978 report, referred to as the Belmont Report,
stipulates principles for ethical research involving human subjects and provides guidelines for
the ethical conduct of research (National Commission, 1978). Three ethical principles are
emphasized in the Belmont Report: respect for persons as autonomous beings, beneficence, or
the obligation to maximize benefits and minimize harm, and justice, implying a fair sharing of
risks and benefits to all persons.

Other reports from the National Commission responded to congressional instructions to
examine research issues for vulnerable populations, namely prisoners, people with mental
disabilities, fetuses, and children. One focused specifically on research involving children and
closely examined the kind of research that was ethically appropriate with children who cannot
provide informed consent. The National Commission concluded that children could be recruited
into research that would not benefit them directly only when there is a “minor” increase over
minimal risk (Levine, 1995)."

Hearings conducted by the U.S. House of Representatives and the U.S. Senate in 1996
produced testimony about (1) problems arising from children receiving medical treatments that
had often been tested only in research studies with adults and (2) multiple barriers to including
children in research that cause a scarcity of scientifically evaluated treatments tested on children.
In response, Congress ordered the National Institutes of Health (NIH) to develop policies

" The National Commission’s report on research involving children (1977) is not readily available. A good
discussion about it is presented in Field and Behrman, 2004.
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regarding the inclusion of children in research. The result is the NIH Policy on the Inclusion of
Children as Participants in Research Involving Human Subjects, which states (NIH, 1998):

Children (i.e., individuals under the age of 21) must be included in all human
subjects research, conducted or supported by the NIH, unless there are scientific
and ethical reasons not to include them.

The NIH policy requires each research protocol for studies involving human subjects to
include a section on children’s participation in the research, with an explanation of plans to
include them or reasons to exclude them. Exclusion of children in research may be justified by
the following reasons (NIH, 1998):

The research topic to be studied is irrelevant to children.
2. There are laws or regulations barring the inclusion of children in the research.

3. The knowledge being sought in the research is already available for children or will
be obtained from another ongoing study, and an additional study would be redundant.

4. A separate, age-specific study on children is warranted and preferable.
Insufficient data are available in adults to judge potential risk in children.

6. Study designs are aimed at collecting additional data on preenrolled adult participants
(e.g., longitudinal follow-up studies that did not include children).

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

At the same time, researchers must consider the policy of NIH’s Clinical Center
regarding research involving children. The policy allows an IRB to approve such research only
if the research is scientifically sound, earlier studies have been conducted on animals and adults,
risks are minimized by using the safest procedures possible, the study has provisions for privacy
and confidentiality, and research subjects are selected equitably (Policy and Communications
Bulletin, 2002).

The Office for Human Research Protections (OHRP) in the U.S. Department of Health
and Human Services (HHS) provides leadership on human subjects protection and oversees
compliance with federal regulations for the protection of human subjects. OHRP has several
functions, which include:

= establishing criteria for and approving assurances of compliance for the protection of
human subjects with institutions engaged in HHS-conducted or supported research;

= providing clarification and guidance on involving humans in research;
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= developing and implementing educational programs and produces resource materials;
and

= promoting the development of approaches to enhance human subjects protection.

The dominant legal requirements regarding children in research are stipulated in the Code
of Federal Regulations (CFR), Title 45, Part 46, Subpart A (Basic DHHS Policy for Protection of
Human Subjects) and Subpart D, Additional DHHS Protections for Children Involved as
Subjects in Research, which addresses the protocol and IRB processes required to protect
children involved as subjects in research. Section 46.404 of the regulations describes
requirements for research involving minors that can be considered as not involving “greater than
minimal risk,” which is a critical distinction and discussed at length later in this paper:

DHHS will conduct or fund research in which the IRB finds that no greater than
minimal risk to children is presented, only if the IRB finds that adequate
provisions are made for soliciting the assent of the children and the permission of
their parents or guardians...

Requirements for assent by children are outlined in section 46.408:

...adequate provisions [must be] made for soliciting the assent of the children,
when in the judgment of the IRB the children are capable of providing assent.
...the IRB shall take into account the ages, maturity, and psychological state of
the children involved.

...I1f the IRB determines that the capability of some or all of the children is so
limited that they cannot reasonably be consulted...the assent of the children is not
a necessary condition for proceeding with the research.

Requirements for permission from parents or guardians are in section 46.408. If parental
consent is required—which is determined by the nature of the research and the characteristics of
the adolescent—the IRB must ensure that:

...adequate provisions are made for soliciting the permission of each child’s
parents or guardian...the IRB may find that the permission of one parent is
sufficient for research to be conducted.

If parental consent is not a reasonable requirement to protect the adolescents (for
example, if they are neglected or abused children):

...[the IRB] may waive the consent requirements... provided an appropriate
mechanism for protecting the children who will participate as subjects in the
research is substituted, and provided further that the waiver is not inconsistent
with Federal, State, or local law.
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The choice of an appropriate mechanism would depend upon the nature and
purpose of the activities described in the protocol, the risk and anticipated benefit
to the research subjects, and their age, maturity, status, and condition.

The Food and Drug Administration (FDA) has new policies to promote the inclusion of
children in research, consistent with NIH’s current policies. The FDA policy states (21 CFR Part
50, Subpart D):

...adequate provisions [must be] made for soliciting the assent of the children

when in the judgment of the IRB the children are capable of providing assent. In
determining whether children are capable of providing assent, the IRB must take

into account the ages, maturity, and psychological state of the children involved.

... if the subjects are capable of assenting, the IRB may still waive the assent requirement
if it finds and documents that (1) the clinical investigation involves no more than minimal
risk to the subjects; (2) the waiver will not adversely affect the rights and welfare of the
subjects; (3) the clinical investigation could not practicably be carried out without the
waiver; and (4) whenever appropriate, the subjects will be provided with additional
pertinent information after participation.

...the permission of each child’s parents or guardian [must be] granted.
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Il. THE EIGHT QUESTIONS

Recognizing that including sexually active or pregnant minors in the NCS may pose
unique risks and benefits, NCS planners identified eight primary questions. These eight
questions are presented below.

Before beginning that discussion, we need to point out that much of the literature
identified for this paper deals with adolescents in terms of research studies that involve medical
procedures or decisions regarding medical treatment; relatively few were located that focus
specifically on the kinds of research procedures and data collection needs the NCS will have.
Because we assume the NCS will not entail medical interventions or treatment, we draw
inferences from the literature as appropriate, recognizing that concerns about recruiting minors
for studies with medically invasive procedures are, in terms of human subjects protection, of a
much more momentous magnitude than concerns about recruiting minors for studies involving
survey questions, minimal biomedical specimen collection, and environmental measures.

1. What are the unique risks and benefits of recruiting either sexually active minor
adolescents (prepregnancy) or minor adolescents who are pregnant?

Legal requirements and moral responsibilities impose the need to treat minors with
special consideration in research studies. Substantial amounts of literature address questions of
the specific risks or benefits for adolescents when participating in research studies, although
much of the literature focuses on research studies that involve medical procedures or decisions
regarding medical treatment.

Risks of Recruiting

Discussions among NCS planners have raised questions about whether sexually active or
pregnant minors should be recruited into the study. The issue is probably most relevant for
recruiting young people whose parents or guardians do not know that they are sexually active or
pregnant. Presumably, once a parent or guardian knows that a young woman is pregnant,
researchers’ considerations to maintain confidentiality about the pregnancy would be moot.

We have identified two types of risks associated with recruiting sexually active or
pregnant minors to the NCS: risks accruing to the study and risks accruing to the individual.
Both are discussed below.

The literature does not specifically address the risks of recruiting sexually active or
pregnant adolescents into research studies. We can infer, however, some factors NCS planners
will need to consider in this area. First, researchers will face the challenge of identifying
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sexually active or pregnant adolescents. If the primary method were to invite into the study
adolescents who visit medical clinics or medical personnel to obtain contraceptives, the study
population would be biased because (1) some contraceptive devices are available outside of the
health care system” and (2) a substantial portion of the sexually active adolescent population does
not use contraceptives (CDC, 1998; Darroch and Singh, 1999).

Second, if researchers were to find a reasonable way to promote the study and invite
sexually active adolescents to join in a style similar to that used to advertise opportunities to
enroll in clinical studies, the resultant study population could be biased. Young people who
would willingly and proactively disclose their sexual behaviors to researchers will undoubtedly
be different from those who prefer to keep that sort of information private. Moreover, it is hard
to put into advertising-type language the notion that the government is funding research and is
trying to find sexually active teenagers—without inviting public ridicule and disapproval.

Third, if the NCS will require parental consent from minors before they will be allowed
into the study, researchers will need to invest substantial thought and resources into methods for
obtaining that consent (O’Donnell et al., 1997). Some studies, especially those involving
surveys of adolescents in educational settings, rely on passive consent whereby a parent is
presumed to approve of the child’s involvement unless the parent specifically states otherwise.
Several observers have noted, however, that passive consent is a misnomer in that it is not clear
whether the parent does, in fact, agree to have the child participate or whether the parent has
simply not returned a form (Santelli et al., 2003). This is not to say that passive consent is
necessarily bad or noncompliant with regulatory and ethical policies; some types of studies are
perceived as posing such minimal risk that IRBs would consider passive consent as appropriate.

Requiring active parental consent may, however, introduce bias into the study. Previous
research has shown significant differences between groups of young people whose parents do
and do not agree to their participation (Esbensen et al., 1999; Henry et al., 2002). Most often,
adolescents for these studies have been recruited through schools, which may or may not be the
method used in the NCS, so the extent and type of bias the NCS would incur due to active
parental consent requirements is unknown. Additionally, if the NCS indicates an interest in
sexually active and pregnant minors in recruitment procedures, the resultant study sample whose

“Ina study of contraceptive use among teenage females, 44 percent use oral contraceptives, 38 percent condoms,
10 percent use injections, 4 percent use withdrawal, and 3 percent use Norplant (Darroch and Singh, 1999). Thus,
more than one-third use methods that do not require a health care visit.
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parents agree to their involvement will undoubtedly not be representative of the general
adolescent population.

Fourth, there is substantial state-by-state variation regarding the types of medical services
for which an adolescent can seek help without parental consent (see Appendix). By extension,
that means there would be substantial state-by-state variation regarding the types of research that
adolescents can participate in without parental consent. For a national study such as the NCS,
understanding and accommaodating the complexity of multiple requirements will require attention
and investment of resources.

A different set of risks accrues to potential participants through the kinds of questions
asked and responses given. The mere action of asking or answering a question may produce
adverse outcomes for the participant, either through suggesting or encouraging risk-taking
behaviors or through inducing mental or emotional distress (Wender, 1994). The prospect of
distress may be particularly acute if respondents are concerned that information they provide as
confidential may become known to others.

Another set of risks accrues to potential participants due to the kinds of information that
may be produced from tests of their biomedical specimens. Again, the literature is scant and
tends to deal mostly with tests for sexually transmitted diseases, plus with some material
emerging on genetic testing. The question is: Who receives test results? Minors may not want
information disclosed to parents because, in principle or in practice, that would be seen as
violating their privacy and telling something they may not want told. One example of the
overarching issue, which is discussed more at length later in this paper, may make the point
particularly salient: How should the NCS handle reports of urinalyses that may detect a
previously unknown pregnancy? Should findings be sent to the adolescent, who may not be able
to understand them? What if the test results produce emotional distress? If confidentiality is
guaranteed to participants, how can researchers ensure that test results are given only to
adolescents? If parental consent was obtained for the minor to participate in the NCS, must test
results be provided to the parent? How can the NCS accommodate various state laws with a
range of legal requirements? What are the researcher’s moral obligations in terms of providing
additional information to the pregnant adolescent, encouraging her to talk with her parents, and
obtaining medical care?

* This situation could arise for several reasons. For example, parents could point to the signed informed consent
form that promises to answer any questions they may have about the study—which could include test results.
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Although the NCS is being planned as a study that only collects data and does not
introduce any medical experiments or medical procedures, the mere fact of asking questions may
be an intervention. For example, questions that ask about how recently the minor visited a
medical professional may cause that person to seek medical care. While this may be a good
consequence for the health of the minor, it suggests that the initial assumption that the NCS
involves no medical treatment may, in fact, not be completely accurate.

Benefits of Recruiting

The concept of beneficence in human subjects protection typically refers to the benefit
that an individual will obtain as a consequence of participating in medical research studies.
Thus, for example, a young leukemia patient may enroll in a clinical study investigating the use
of a new medication and reasonably expect to benefit from the drug, or a runaway teenager may
agree to answer survey questions and reasonably expect to have the answers used to expand food
and shelter services.

Research such as the planned National Children’s Study falls into a somewhat different
category. The U.S. Department of Health and Human Services, the federal agency that sponsors
the most amount of research involving children, allows minors to participate in research projects
that have no benefit to the child as long as the proposed research project poses “no greater than
minimal risk,” which some say IRBs are interpreting as meaning “no risk” (e.g., Arnold et al.,
1995). To determine what constitutes “minimal risk,” the Code of Federal Regulations states:

Minimal risk means that the probability and magnitude of harm of discomfort

anticipated in the proposed research are not greater in and of themselves than
those ordinarily encountered in daily life or during the performance of routine
physical or psychological examinations or tests.

The terminology has led to the need to interpret the letter and intent of the statement. It
could be argued, for example, that some children “ordinarily encounter” hardships in their daily
lives that are far more threatening than the ones other children encounter. For example, minors
living in low-income communities may be more likely to be exposed to violence than minors
living in upper-income communities, but it is hard to imagine that ethical researchers would
choose to expose children from low-income communities to greater risks of violence and claim
that doing so is appropriate because of their living circumstances. As a result, researchers have
suggested that the standard should be clarified to reflect the assumption of a “relatively safe and
caring home and environmental context” (Koocher and Keith-Spiegel, 1994, p. 51).
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Both HHS and ethical research practitioners allow minors to participate in research that
involves more than minimal risk, but only when the child stands to benefit from the research.
Moreover, they say that minors may participate in research involving more than minimal risk and
no benefit to the child when certain conditions are met, such as risk levels slightly higher than
minimal or generalizable knowledge that can help advance science. Because the NCS is unlikely
to entail research that involves more than minimal risk, these kinds of situations are not
addressed in this paper.

Typically, scientific research is undertaken to advance knowledge and improve the
human condition, ideals that have often been used in planning studies with no immediate benefit
to participants. The relatively new awareness of and legal requirements for children’s rights in
research studies may have produced overprotection from IRBs and policy makers without a
complementary recognition of the need for research that will benefit adolescents as a group
(Arnold et al., 1995). Plans to include sexually active and pregnant young people in the NCS
could help rectify the situation by highlighting the need for research to ultimately benefit this
population and demonstrating appropriate ways to include them. An additional benefit to the
study is to acquire knowledge about children of minors that might not otherwise be available,
enabling society and health care providers to better meet the needs of both the adolescent
population and their infants.

One benefit that may accrue to adolescents for being recruited into the NCS is the
concept of empowerment. The Society for Adolescent Health recognizes the role of
empowerment and takes it further by encouraging researchers to involve members of the study
population—that is, adolescents—in formulating research priorities (Litt, 2003). A related
concept is that the opportunity to participate in research can help socialize adolescents into their
community as they develop a sense of responsibility, both toward themselves and others (Brock,
1994). The positive psychological benefits they may gain include feelings of competence, higher
self-esteem, and lower levels of depression or anxiety.

Conclusion

What are the unigue risks and benefits of recruiting either sexually active minor
adolescents (prepregnancy) or minor adolescents who are pregnant?

The study and the individuals involved face minimal risks from recruiting sexually active
or pregnant minors. Including minors in the study would produce substantial benefits for the
NCS.
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2. How are these risks and benefits influenced by the development and legal status of the
minor adolescent?

Developmental Status of the Minor Adolescent

Developmentally, the stage of adolescence bridges the stages of childhood and adulthood,
with much variation between individuals (Rau, 1997). Piaget’s theory of developmental stages
asserts that knowledge and maturity grow from lesser to more complete states—in other words,
there is a continuum of maturity and no single event shifts an individual from one stage to
another (Piaget and Inhelder, 1969). Determining the developmental status of a minor requires
combining his or her physical, mental, and social stage and is often ascertained by assessing the
adolescent’s values, behaviors, and capacity for decision-making (Peterson and Leffert, 1995;
Oberman, 1996).

The various stages of development from childhood through adolescence into adulthood
have been divided into three broad age groups, based on the “Rule of Seven,” which reflects the
progression of reasoning abilities in children and adolescents and their attendant capacity to
consent. As referenced in the Tennessee Supreme Court case Cardwell v. Bechtol, the “Rule of
Seven” states that children under age 7 have no capacity to consent; children ages 7—14 do not
generally have the capacity to consent, but they may in some circumstances; and children ages
14-21 have the capacity to consent, but they may not in some situations (Cardwell v. Bechtol,
1987; Belle et al, 2002).

Interestingly, the very act of maturing from birth through adolescence and adulthood
involves a socialization process that could affect the recruitment of sexually active and pregnant
minors into the NCS. The socialization process pressures children to respond to adult
instructions or requests, so offering an adolescent the right to decline to participate in a research
study could produce one of two responses: (1) acquiescence because the minor does not fully
grasp the concept of free choice or (2) outright rejection because the minor welcomes a chance to
rebel against perceived authority (Koocher and Keith-Spiegel, 1994)."

An important topic in the literature on involving adolescents in research makes careful
note of the “mature minor.” The concept of the mature minor has been developed through court

* Information from another study, although of a younger population, supports the point regarding parental influence
as inferred through parental permission. In a study on the capacity of children ages 5-12 to consent to participate in
psychological research, obtaining permission from parents seemed to induce additional pressure on children to agree
to participate and to remain in the study (Abramovitch et al., 1991).
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decisions that use the following as criteria: older adolescents (typically at least age 15), with
capacity to give informed consent (as determined by their maturity, intelligence, and ability to
make good decisions), to receive treatment for their benefit that does not involve high risk and is
consistent with established medical opinion (Curr, n.d.). In practice, the mature minor is
generally able to consent for medical care when these criteria are met. The respect accorded
mature minors is obvious in discussions regarding their ability to refuse life-sustaining medical
treatment (Derish and Heuvel, 2000).

From a developmental and legal perspective and for the purpose of discussion and
recommendations in this report, minors can be divided into three groups:

1. Minors aged 12-14
2. Mature minors, generally those between the ages of 15 and 18; and
3. Emancipated minors (depending on state laws)

The first two groups are based on developmental factors; the last is based on legal factors.
Aspects of both factors must be reviewed in determining whether adolescents should be recruited
into the NCS.

Within the medical and public health systems, and even in the human services system,
there has been an increasing recognition of adolescents as individuals having rights (Ruck et al.,
1998; Toner and Schwartz, 2003; American Academy of Pediatrics Committee on Bioethics,
1995). The notion that minor adolescents have legal rights to autonomy and privacy has been
evolving as well, as evidenced by judicial decisions, policy statements (e.g., the NIH’s 1998
policy requiring appropriate inclusion of children in research), and statutes (e.g., the Health
Insurance Portability and Accountability Act) (Melton, 1983; Santelli et al., 2003).’

For minors to be capable of giving their own informed consent to medical treatment, they
must be able to “understand the nature, extent, and probable outcome of treatment. They must
be able to understand the information provided and rationally make and voluntarily reach a
decision” (Toner and Schwartz, 2003). Under commonly agreed upon approaches, mature
minors who understand the consequences of proposed medical treatment can give legal consent.

° According to the HIPAA Privacy Rule, (45 CFR 164.502 g3), generally a parent or guardian of an unemancipated
minor is treated as the minor’s personal representative, except in three cases: when the parent consents to such
independence; when the applicable state or local law allows the minor to exercise independent consent and the
minor does so; and when applicable law permits a third party such as a court to grant consent on the minor’s behalf
and does so (FEHBP Lawyers Discussion Group, 2003).
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Legal Status of the Minor Adolescent

The term “minor” refers to a person who has not attained the age of majority specified in
applicable law. In research studies, minors are people “who have not attained the legal age for
consent to treatments or procedures involved in research studies, under the applicable law of the
jurisdiction in which the study will be conducted” (Reynolds, 2002). In the recent past, research
studies with minors have often but not always required the parent’s consent, depending on the
particulars of the adolescent’s situation and the focus of the research study.

Defining an Emancipated Minor. The legal age of majority in most states is 18 years,
in Alabama and Nebraska it is 19 years, and in Pennsylvania and Mississippi it is 21 years (Belle
et al., 2002; American Bar Association, 2004). Under certain conditions determined by state
law, minors are given the status of “emancipated minor,” enabling them to make legal decisions.

Nine of the 50 states plus the District of Columbia have no specified legal provisions that
allow minors to be emancipated, other than a court order that can authorize emancipation of
minors in any state. The remaining 41 states allow for emancipation through a spectrum of
possible situations. Marriage is the most common method for becoming emancipated;
pregnancy, parenthood, or both are legal emancipation methods in five states (New Jersey, New
York, Oklahoma, Texas, and Vermont). The following are grounds for emancipation, with many
states having multiple options (Belle et al., 2002; American Bar Association, 2004):

= marriage (24 states), with 2 states requiring the minor to be at least 16;

= military service or active duty (8 states), with one state requiring the minor to be at
least 16;

= parent (4 states);

= pregnant (2 states);

= living away from home (4 states);

= criminal conviction as an adult (1 state);
= notarized by parent (1 state);

= emancipated in another state (1 state); or
= financially independent (1 state).

Medical Treatment Decisions. Even if not emancipated, many states allow
adolescents—subject to some age restrictions—the right to consent to medical procedures such
as contraceptive services, prenatal care, HIV testing and treatment, substance abuse treatment,
and mental health services (see Appendix). All 50 states and the District of Columbia allow
minors to consent for STD/HIV services. South Carolina gives this permission to minors age 16
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and older, whereas 10 others indicate age 14 or 12. In 29 states and the District of Columbia,
laws allow a minor parent to consent to medical care for his or her child.’

The legal ability of minors to consent to mental health services is allowed much less than
for other health services, with many more restrictions and circumstances specified. Only 24
states and the District of Columbia have laws that provide guidance on mental health services.
Of those with laws, two (Georgia and Utah) prohibit minors from providing consent, eight allow
all minors the full ability to consent to mental health services, and another four allow them to
consent under certain circumstances (e.g., a physician believes it would harm the minor’s health
to withhold treatment). Age restrictions are placed on minors’ ability to consent for mental
health services in the remaining 11 states.

Some states have laws stipulating that health care providers may use their judgment to
perform medical procedures they believe necessary for the health of the minor. Additionally,
states that do not give minors the right to consent to treatment often allow emergency care
without parental consent if the parent is not immediately available (McCabe, 1996). Such
increased freedoms for minors to consent for their own medical care have been widely discussed
and debated by medical, ethical and legal specialists (DeVille, 1997; Derish and Heuvel, 2000;
Harrison and Hunt, 1999; McCabe, 1996).

Patient Confidentiality. While a state may not require parental consent for an
adolescent to receive a particular medical service, the health care provider is often permitted to
inform parents that a minor has requested or received certain medical procedures. This is
especially true for HIV testing: lowa requires that parents be notified if their child receives a
positive HIV test, and the District of Columbia requires parent notification if the minor tests
positive for STD/HIV and refuses treatment. Eighteen states allow the health provider to inform
a minor’s parents that the patient is receiving STD/HIV services (Belle et al., 2002; American
Bar Association, 2004).

Because mental health services are particularly sensitive, confidentiality in patient care is
of the utmost importance. State laws vary considerably in their mandates regarding
confidentiality and sometimes requirements differ for general health care and for mental health
care. For example, in New Jersey parents are entitled, by statute, to have access to a minor

° The NCS may involve prenatal tests that could detect fetal abnormalities. If so, situations could arise regarding a
minor’s rights and abilities to make decisions regarding the continuation or termination of the pregnancy.
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child’s medical records. For mental health services, however, a minor must provide written
consent before records can be disclosed to a parent. In Ohio, the physician may not inform
parents of any mental health services unless the minor consents, but there is no comparable
requirement that applies to general health care.

State laws vary on the degree of specificity regarding confidentiality. While a few states
(such as New Jersey and Ohio) protect a minor patient’s privacy, many mandate that the parent
must be notified. Other states give the treating physician the option on whether to disclose
treatment information to parents, thus allowing subjective judgment. For example, Oregon
requires a physician to notify parents of any medical care provided to an adolescent, but
California requires the physician to notify parents unless the notification would be detrimental to
the minor’s health.

Some areas of research with adolescents produce more troublesome situations regarding
confidentiality than others. The field of substance abuse treatment and research provides a good
example of the potential complexities in defining confidentiality regulations for minors and
parental consent procedures. It is illegal for minors to consume alcohol and use illicit drugs, but
society, statutes, and health care providers generally believe that it is better for minors to receive
treatment for substance abuse—and keep the treatment confidential—than to disclose the matter
to parents so the minor can receive treatment. Recognizing the sensitivities associated with
treating substance abuse, regulations specifically govern confidentiality for participants in such
programs that receive federal funds (45 CFR 46). The reality that researchers face, however, is
that confidentiality considerations may not be the same for applicable state and federal laws,
raising both ethical and legal issues (Brody and Waldron, 2000).

Levels of Consent. Federal regulations governing human subjects protection segment
research involving children into four categories, each of which involves a different degree of risk
and prospect of benefit to the child. Each category imposes special requirements upon research
procedures and IRB reviews of protocols involving children (Exhibit 1).
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Exhibit 1. Categories of Research Involving Children

Examples of
Research
Category of Research Regulatory Requirements Procedures
Research does not 1.Assent of children/adolescents. surveys
involve greater than 2. Permission of one parent/guardian. venous blood
minimal risk. draws
X-rays
educational

interventions

Research involves
greater than minimal risk
but presents the prospect
of direct benefit to the
individual subjects.

1. Assent of children/adolescents.
2.Permission of one parent/guardian.

3.The risk is justified by the anticipated benefit to the
subjects.

4.The relation of the anticipated benefit to the risk is at least
as favorable to the subjects as that presented by available
alternative approaches.

randomized
clinical trials

Research involves
greater than minimal risk
and no prospect of direct
benefit to individual
subjects but is likely to
yield generalizable
knowledge about the
subject’s disorder or
condition.

1.Assent of children/adolescents.
2.Permission of both parents/guardians.
3.The risk represents a minor increase over minimal risk.

4.The intervention or procedure presents experiences to
subjects that are reasonably commensurate with those
inherent in their actual or expected medical, dental,
psychological, social, or educational situations.

5.The intervention or procedure is likely to yield
generalizable knowledge about the subjects’ disorder or
condition that is of vital importance for the understanding
or amelioration of the subjects’ disorder or condition.

bone marrow
aspiration
lumbar puncture

Research not otherwise
approvable which
presents an opportunity
to understand, prevent,
or alleviate a serious
problem affecting the
health or welfare of
children.

1.Assent of children/adolescents.
2.Permission of both parents/guardians.

3.The IRB finds that the research presents a reasonable
opportunity to further the understanding, prevention, or
alleviation of a serious problem affecting the health or
welfare of children.

4.The Secretary of the U.S. Department of Health and
Human Services, after consultation with a panel of experts
in pertinent disciplines (e.g., science, medicine, education,
ethics, law) and after opportunity for public review and
comment, has determined the research will be conducted in
accordance with sound ethical principles.

bone marrow
aspiration
bronchoscopy (for
treatment of cystic
fibrosis)

Source: Santelli et al., 2003.
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Risks to the Participant

Although researchers and data collectors may promise a minor that all data gathered will
receive the protection of confidentiality and fully intend to uphold that promise, some situations
may require that responses from an adolescent must be disclosed to a parent, guardian, or other
adult such as a physician or health care official. Although legal considerations differ by state
regarding disclosure, some examples of topics that might require violating the pledge of
confidentiality and informing an adult include the following:

= the age of a sexual partner, because if the partner is over 18 and the adolescent is
under 18, sex between the two might be considered rape;’

= reports of rape, incest, or sexual abuse;
= evidence of physical or sexual abuse; and
= HIV+ status in some states.”

In many instances states require parental consent for medical services. Certain services
may not require parental consent, but parental notification is often required for services that
would generally be confidential for adults, such as HIVV/AIDS test results, contraception, and
abortion (see Appendix). If the confidentiality of sensitive data were at all compromised during
the NCS or adolescents feared the possibility of losing privacy, the candor and reliability of
adolescents’ responses would undoubtedly be inhibited.

Many minors feel particularly insecure and vulnerable to breaches of confidentiality. For
example, a study in Wisconsin of females under age 18 who use Planned Parenthood services
found that 59 percent would stop using these services if parental notification were required
(Reddy et al., 2002). Even among the many minors who have open and honest communication
with their parents, privacy may be of high utmost importance.

The Federal Certificate of Confidentiality allows researchers to keep all research data
completely confidential unless the participant asks otherwise (NIH, 2003). A Certificate of
Confidentiality helps researchers protect the privacy of research participants enrolled in sensitive

"The age of sexual consent in most states ranges from 12 to 18 years. Consensual sex with a minor may be
considered rape if the partner is significantly older (by, for example, 7 years). However, prosecution generally does
not occur unless the minor submits a statutory rape report (Davis and Twombly, 2000). The laws aim to protect
minors from predatory, exploitative behavior, focusing on large age gaps. A recent Florida statute prohibits people
aged 24 years from sexual activity with minors 17 years old.

® Health care practitioners in lowa must disclose HIV+ to parents; in the District of Columbia, they must notify
parents if minor who tests positive for HIV refuses treatment; in 18 states the physician may notify parents.
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biomedical, behavioral, clinical, and other forms of research. Certificates protect against
compulsory legal demands, such as court orders and subpoenas, for identifying information or
identifying characteristics of a research participant (NIH, 2003). The NIH identifies sensitive
information as including

...information relating to sexual attitudes, preferences, or practices; information
relating to the use of alcohol, drugs, or other addictive products; information
pertaining to illegal conduct; information that, if released, might be damaging to
an individual’s financial standing, employability, or reputation within the
community or might lead to social stigmatization or discrimination; information
pertaining to an individual’s psychological well-being or mental health; and
genetic information or tissue samples.

A different type of risk to the participant could arise from asking questions. Depending
on several factors, simply asking a question may lead to a research participant’s emotional or
mental stress. The concern about conducting surveys with adolescents (i.e., studies that do not
involve medical treatment or any intervention) is often associated with the awareness that asking
a question may force adolescents to think through issues they may not have otherwise
considered. Studies of sexual behavior, for example, may introduce concepts to young people
they had previously not known about; studies with questions on drug or alcohol abuse may cause
youth to become aware of substances or practices they had previously not encountered. Parents,
researchers, and other adults may fear that asking questions could result in encouraging sexual
activity, pregnancy, or drug use or could result in promoting other unhealthy behaviors (Rogers
et al., 1994; Santelli et al., 2003).

A related risk associated with asking questions, even in anonymous surveys, may be that
of potential embarrassment to the respondent. Adolescents are notoriously sensitive to questions
asking about matters they consider personal, such as sexuality, drug and alcohol use, and risk-
taking behaviors (Fisher, 1994).

A potential risk to the study includes fallout from negative perceptions or findings. If
the media, local organizations, or the general community for some reason perceive the NCS as
negative or as producing negative reports, it is possible that adolescent participants could
experience feelings of failure, hostility, sadness, betrayal, or similar negative emotions. The
negative perceptions or findings could arise from unfavorable results, such as those that may
show unacceptably high pregnancy rates for adolescents from specific racial, ethnic, economic,
or neighborhood groups.
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The relatively new field of genetic testing is rapidly evolving and carries issues for NCS
planners to consider. The prospect that biomedical specimens might be tested for genetic
information (immediately upon collection or at some point in the future) raises the possibility
that data could adversely affect study participants. If genetic information shows the adolescent
has or is at risk of having gene disorders, the consequences could include stigmatization, feelings
of unworthiness, “survivor guilt” among family members without the disorder, parental anxiety,
and inability to interact well with peers (Wertz et al., 1994).

Risks to the Study

Informed consent is an affirmative agreement to participate in research given by a person
who has the legal capacity to give consent, exercises free power of choice, and has sufficient
knowledge and understanding of the nature of the proposed research, the anticipated risks,
potential benefits, alternatives, and the requirements of the research as to be able to make an
informed decision (Policy and Communications Bulletin, 2003). If data are collected in the
home (including air samples or paint) and minors are living at home, an adult’s permission to
enter the home will certainly be necessary and consent from the adult will probably be needed.
Even if parental consent is not required by statute or by IRBS, a minor who resides in the
parent’s home is bound to household rules. The NCS could face difficult situations, such as
having an IRB’s approval to waive parental consent but needing to accommodate a parent’s right
to demand information before allowing a data collector to enter the home or collect samples.

The NCS research design envisions a longitudinal study, but a cohort of sexually active
or pregnant minors may have relatively high levels of attrition. Because of their age, they are
likely to be mobile over the course of the study (Gregory et al., 1992), and typical tracking
efforts (such as the use of reports from credit bureaus) may be irrelevant for this age group.
Moreover, attrition rates may be heightened in cases of minors living outside their parents’
home, including homeless and independent youth. Adolescents who have moved out of their
parents’ home will probably be more difficult to track because of their transient habits, causing
them to move around frequently. They may also find it challenging to make (and keep) a long-
term commitment to participate in the NCS study because of the many changes occurring at this
point in their lives.

Although not specifically a “risk” to the study, the developmental status of minors as
socially and mentally different from adults means that questions in any interviews or surveys
must be worded appropriately to the age group. This means that questions posed to adults may
need to be altered when asked of minors to accommodate their sensitivities, emotional
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vulnerabilities, and relatively limited life experiences. Because questions cannot be asked with
identical wording and will need to be altered, the amount of analytical comparability between
adolescents and adults may be inhibited.

Benefits to the Participant

In general, minors are not likely to receive direct substantial benefits from participating in
the National Children’s Study. We have identified three areas of benefits: empowerment,
knowledge about medical care, and incentives. These are discussed below.

Minors are likely to gain a sense of empowerment from being asked to participate in an
important large-scale study. Adolescents frequently want to feel part of a group and part of
“something important.” Many adolescents develop insecurities and are uncertain about
themselves and their own behaviors. Having researchers spend time with them and show interest
in them may increase their feelings of self-worth, their confidence, and their self-esteem (Ruck et
al., 1998). Adolescents often seek role models; research study personnel may inspire youth in a
positive manner.

If they receive medical procedures associated with the NCS, such as prenatal care visits,
adolescents may have an increased awareness of the medical care system and reap benefits from
better health care.” Most adolescents are not aware of what medical care they may need regularly
or how to access it, especially when the system is complex and may be intimidating. Those
involved with the NCS may develop feelings of comfort with the health care system, enhance
their skills at navigating the system, and learn to ask questions as needed.

We assume that the NCS will involve some form of financial incentive, if only to
compensate participants for the time and costs they incur in answering questions and having
medical procedures (e.g., blood draws). Adolescents without substantial amounts of disposable
income may perceive any monetary incentive as of great value (Arnold et al., 1995). In addition
to the small income it provides, the incentive again acts to improve the self-esteem of
adolescents by putting their self-worth into monetary terms. At the same time, researchers will
need to be extremely careful to ensure that the amount of the incentive is not such that it could be
perceived as coercive (Moolchan and Mermelstein, 2002). Although cash is probably the
strongest incentive for recruiting adolescents, nonmonetary incentives may be of value to minors.

* The act of providing medical care—a possible intervention—is one that NCS planners must consider for both
adults and adolescents.
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For example, participants may welcome access to medical assistance, support groups, or other
social services.

Benefits to the Study

Children born to adolescent mothers may have developmental trajectories that can be
detected and tracked only through a long-term study such as the NCS, thus filling a large
knowledge gap. Characteristics of pregnant and parenting adolescents have been studied and
documented (e.g., their health, age, race, socioeconomic status, and education level), very little
research has focused on children born to adolescent mothers (Shearer et al., 2002; Santelli et al.,
2003). The effects of adolescent pregnancies on the children they bear may be even more
dramatic than the effects for the adolescent mothers. Compared to adults, adolescents may be
exposed to different situations, take different risks, and in general experience different
environmental, behavioral and social settings. All of these factors occurring before, during and
after pregnancy contribute to the development of the adolescent’s child. With a longitudinal
research study, additional knowledge about children born to adolescents may be discovered.

In the past, scientists have often excluded adolescents from research because of legal and
ethical uncertainties regarding the inclusion of this population (Santelli et al., 2003). While the
volume of adolescent health research studies has increased dramatically in recent years, gaps in
the knowledge base still exist as researchers remain cautious about including minors. During a
1996 workshop sponsored by the National Institute of Child Health and Human Development
and the American Academy of Pediatrics, findings from a study of NIH-sponsored research
showed that 10 to 20 percent inappropriately excluded children—leading workshop conveners to
conclude that there is a need to increase children in clinical research (NIH, 1998). In response,
NIH amended policy guidelines, which now state that children (individuals under age 21) must
be included in all human subjects research, conducted or supported by the NIH, unless there are
scientific and ethical reasons not to include them (NIH, 1998). Now, many more research
studies include a provision for including minors.

The potential use for the vast amount of information to be collected in the NCS,
systematically gathered about sexually active and pregnant teenagers, is high. Information could
be used for policy development and program planning to address matters such as the effects of
environmental exposures on fetal development relative to the age of the mother. If sexually
active and pregnant minors are not included in the NCS, programs and services planned in light
of NCS-generated data may not be optimal for this segment of the population.
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Conclusion

How are these risks and benefits influenced by the development and legal status
of the minor adolescent?

Both risks and benefits to the individual and the study arise from the complexity of
dealing with minors in their variety of developmental stages; some are considered “mature
minors” in terms of their mental or emotional advancement, with older minors (ages 14+)
exhibiting more of these qualities. The legal status of the minor influences the risks and benefits
as determined by the federal regulations and NIH policy that minors must be included in research
(with few exceptions) and varying state laws on consent and minor emancipation.

3. Should the NCS develop guidance that recommends blanket inclusion or exclusion of
these two groups of minor adolescents?
The literature contains multiple perspectives on this topic. The following two sections
discuss, respectively, factors supporting a blanket inclusion and a blanket exclusion of sexually
active and pregnant minors.

Factors to Support Inclusion of Sexually Active and Pregnant Minors

Including sexually active and pregnant minors in the NCS will produce increased
knowledge about the age group. The opportunity for scientific advances is substantial. The need
for research to determine the outcomes of pregnancy in minors—and to have data preceding their
pregnancy—spans multiple fields, including behavioral, developmental, and life cycle issues.
Data gathered through the NCS can inform childhood antecedents of adult disease and
prevention and health services research (NIH, 1998).

Empirical evidence regarding fetal and neonatal development, exposure, and
environmental factors for children of adolescents will be extremely valuable information.
Minimal research has been conducted in this area with pregnancies in minors. In seeking to
understand the outcomes of adolescent pregnancies, research has focused much attention on
identifying characteristics of minors who become pregnant, but has neglected to focus on
outcomes for the children of these minors (Shearer et al., 2002; Santelli et al., 2003). Initial
studies on children of adolescents have determined that poor outcomes such as low birth weight
and infant mortality have been more related to the adolescents’ poor social environment than to
age or physical maturity of the minor (Santelli et al., 2003). To fully understand outcomes of the
minor adolescent’s fetus and infant their development must be studied over a substantial period
of time.
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Because the NCS involves no specific medical intervention or treatment,” the chance of
physical, emotional, or mental harm is minimal. IRBs and federal regulations would probably
place the NCS in the category of “minimal risk” research, namely that the likelihood of harm or
discomfort is no more than that typically encountered “in daily life or during the performance of
routine physical or psychological examinations or tests” (Policy and Communications Bulletin,
2002). It is important to note, however, that individual IRBs are likely to have their own sets of
opinions and could easily require different procedures. For example, one study that enrolled
HIV+ adolescents into multiple centers to observe the progression of HIV disease provided a
natural experiment when 11 IRBs reviewed the common study protocol and sample consent
forms (Rogers et al., 1999):

= Four of the 11 IRBs thought the research did not involve greater than minimal risk for
participants, but one did; three IRBs did not indicate whether the issue of minimal
risk had been discussed.

= At the 11 sites, eight researchers asked for some waiver of parental permission (five
asked for all parental consent to be waived, three asked for it to be waived only for
HIV+ participants).

= Two of the five that asked for all parental consent to be waived were denied, one
received a waiver for participants with certain characteristics (e.g., had no contact
with parents for at least six months), and one was told to consider waivers on a case-
by-case basis with reviews from the principal investigator and the IRB coordinator.

Factors to Support Exclusion of Sexually Active and Pregnant Minors

Planners of the NCS may want to consider public sentiment and parental concerns as
reasons to exclude sexually active and pregnant minors from the NCS. Issues surrounding
surveys with sensitive questions—especially those sponsored with public revenues—may cause
misleading media stories or political positions that could adversely affect the study. Parents and
other adults may fear that asking questions may encourage sexual activity, encourage pregnancy,
or otherwise promote unhealthy behaviors (Rogers et al, 1994; Santelli et al., 2003). The risk to
the NCS could be high.

A community participating in the NCS may have concerns about findings regarding its
adolescents that reflect poorly on the site. Certainly no community would welcome a label
designating it, for example, as being in the top 10 United States communities for rates of sexual

10 \We assume the NCS research may include surveys, interviews, blood draws, x-rays, environmental samples, and possibly
educational services. None of these constitutes a medical treatment or intervention.
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activity among teenagers. Any negative publicity, which would certainly be beyond the control
of researchers, could adversely affect the NCS.

Relatedly, community-specific factors need to be considered in discussions about the
NCS instituting a blanket practice to include sexually active and pregnant teenagers. Social
values and beliefs vary across and within different regions of the country. While some
communities may welcome the opportunity to participate in the NCS, others may show complete
opposition because of previous negative experiences. Many communities and religious groups
are protective of their youth and may perceive involvement of minors in this study as a threat to
their value system, particularly when pregnant minors are involved.

Conclusion

Should the NCS develop guidance that recommends blanket inclusion or exclusion
of these two groups of minor adolescents?

Because of sensitivities regarding the inclusion of minors in this study, the NCS should
not recommend a blanket inclusion or exclusion of pregnant or sexually active minors. Multiple
factors suggest that blanket exclusion would be neither practical nor politically astute.

4, If the NCS does decide to include minors, what are the appropriate protections that
NCS should require in recruiting sexually active minor adolescents or minor
adolescent mothers?

Consent and Assent Procedures

Given the nature of the NCS, it will be legally and ethically imperative for researchers to
obtain consent and assent from study participants. The constructs that factor into informed
consent are fully developed and consist of those articulated in the Belmont Report, namely
information, comprehension, and free will. The constructs that factor into obtaining a minor’s
assent are not as sophisticated or rigorous, nor do they need to be until children attain the
capacity to make decisions as adults do (Rossi et al., 2003). Guidance from the NIH Clinical
Center (which by definition focuses on clinical studies and is hence different from work to be
performed under the NCS) requires (Policy and Communications Bulletin, 2002):

Every protocol involving children shall include a discussion of how assent will be
obtained for that particular study. This may take the form of a description of how
information will be verbally communicated to the child or a sample written assent
document appropriate to the age and comprehension level of the children to be
enrolled.

The Ethical Challenges of Recruiting Minor Adolescents for the National Children’s Study 25
Final White Paper



Researchers must justify every instance when assent is not possible, such as the age,
maturity, or psychological situation of the child.

One question for NCS planners is who should give consent and assent? Many
combinations of consent and assent from parents and adolescents are possible, as shown in
Exhibit 2 (Flagel, 2000). A strict interpretation that only parents can give consent and minors
can give assent would find only two situations in Exhibit 2 where a minor could be included in
research: #1 (where both the minor and the parent agree) and #2 (where the minor’s assent is
unknown but the parent agrees). Three situations—#3, #4, and #7—nhave either the minor’s or
the parent’s wishes overruled. It is interesting to compare situations #7 and #8. In the former, a
minor’s preference can be overruled by a parent’s ambivalence, but in the latter, a minor’s
preference cannot be overruled by a parent’s ambivalence.

Exhibit 2. Possible Combinations of Assent and Dissent for Participation in Research

Minor Parent or Surrogate Proceed with
Situation Assent Dissent Consent Dissent Research?
1 X X yes
2 ? ? X yes
3 X X no
4 X X no
5 X X no
6 ? ? X no
7 X ? ? no
8 X ? ? no

X = a confirmation of assent, consent, or dissent
? = situations in which the individual’s wishes are unclear or unknown.
Source: Flagel, 2000.

Because statutes and judicial interpretations tend to treat minors as lacking judgment and
experience to make authoritative decisions, a conservative approach for the NCS would require
that consent be obtained from the parent and assent obtained from the minor, unless state law or
regulation suggests (or requires) otherwise.” For example, if a given state’s law considers an

" This method has been used successfully in many studies, including one that evaluated an adolescent pregnancy
prevention program through school-based surveys with 7" and 8" grade students (Aarons et al., 2001).
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adolescent mother as an emancipated minor, the adolescent mother could provide her own
consent. Even if state law or regulation would allow the minor to provide her own consent, the
NCS might be well advised to also attempt to obtain parental consent. Although we found no
studies in the literature to suggest otherwise, it is possible that an adolescent’s consent garnered
in one state may not be valid if she moves to another state with a different regulatory system."

When conducting studies with minors, researchers have documented good reasons for
involving participants in decisions (McCabe, 1996), so the NCS planners may want to do so, too.
The principle of autonomy or self-determination applies to minors, thus strongly suggesting the
need for them to be involved in decision making about recruiting their sexually active or
parenting peers. Moreover, involving minors in the decision making process about whether and
how to recruit them to the NCS will improve credibility and communication between researchers
and adolescents, both of which are fundamental to collecting high quality data and achieving
successful study outcomes.

Parental Permission and Parental Consent

In most instances of medical research, an adolescent must have parental consent to
participate. In general, from a cultural and social—if not legal—standpoint a parent must have
knowledge of and approve of a minor’s involvement. Because of state-by-state variations in
statutes and regulations regarding consent for minors and because the NCS will be of national
scope, planners will need to carefully investigate, fully understand, and completely follow state-
specific requirements to recruit sexually active and pregnant adolescents—or any adolescents,
for that matter. Even the age at which adolescents are no longer considered as minors but
become adults for purposes of obtaining medical care (and participating in research) varies: in
most states, the legal age of majority is 18, but in four states the age of majority is 19 or 21. In
states where adolescents have legally reached the age to give consent, NCS planners or IRBs
may ask for voluntary parental permission so as to gain approval from or provide additional
assurances to the community.

Generally, the literature indicates that parental permission is not needed in several types
of research: (1) no-risk or minimal-risk research with older adolescents (e.g., anonymous
surveys of high school juniors and seniors); (2) purely observational studies (i.e., no
intervention) of public behavior (e.g., classroom activities); (3) studies of existing data; and (4)

To be sure, it is hard to imagine that scientific censure, political backlash, or legal liability would result from this
kind of circumstance, but the field of having adolescents consent to medical care and research is ever evolving.
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research with emancipated minors that is directly applicable to their medical condition(s)
(University of Rochester, 1997).

Resource Referrals for Participants

Because adolescents constitute a special class of human subjects, lists of supportive
services or resources should be available and provided for participants who ask for assistance
(Fisher, 1994). These might include information on prenatal care clinics, counseling services,
and health education (e.g., tobacco cessation, nutrition). Additionally, since the NCS will test
participants for medical conditions and their environments for exposure to hazardous materials,
lists of services should also be available and provided to those who ask. Identifying services or
resources that are youth-friendly and confidential would increase their appropriateness.

Confidentiality Protections

Both legal and ethical considerations lead to the conclusion that ensuring confidentiality
will be essential, especially if the NCS will ask about behaviors that could be considered
unacceptable or illegal (Moolchan and Mermelstein, 2002). Planners of the NCS need to
carefully consider the types of protections to establish for ensuring that information is kept
confidential and may want to propose protocols for doing so. In the process of developing those
protocols, careful attention will need to be given to (1) state laws that do not allow
confidentiality for minors in certain situations such as medical care, HIV testing, or other
sensitive areas and (2) the types of medical tests that will be conducted on sexually active and
pregnant adolescents and recipients of test results.

Conclusion

If the NCS does decide to include minors, what are the appropriate protections
that NCS should require in recruiting sexually active minor adolescents or minor
adolescent mothers?

If the NCS decides to include minors in the study certain protections should be required
from a legal and ethical perspective. These include assent from minors (unless they are legally
able to give consent), consent from parents (unless the minors are of certain classes that warrant
waiving parental consent), lists of health care resources for adolescents who request such, and
strict confidentiality protections.

13 . . . . .
For example, in lowa health care providers are required to report positive HIV test results to parents of minors.
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5. If the NCS does decide to include minors, is parental permission a reasonable
requirement in recruiting minor adolescents who are either sexually active or
pregnant?

Parental Permission is Reasonable

Both the law and ethical considerations generally favor parental involvement for
adolescents receiving health care or participating in research (English, 1995). If the NCS
recruitment procedures focus on enrolling adolescents, regardless of whether they are sexually
active or pregnant, it would seem reasonable to have parental permission as part of the consent
process.” Several factors lead to this conclusion: the mixed history of federal statutes, policies,
and IRB directives regarding the need for parental consent or permission, even for studies
involving no more than minimal risk; uncertainty regarding the way that biomedical test findings
will be shared and with whom; the need to take environmental samples in the home, which will
undoubtedly be the parental home for many adolescents; and the need to generate community
support (or at least avoid opposition) toward the NCS.

Parental Permission is Not Reasonable

Federal regulations clearly stipulate exceptions to parental permission and allow IRBs to
waive the requirement under certain conditions. They specifically mention only research
involving abused and neglected children, but other noted authorities have provided more
situations that may be considered as those under which obtaining parental permission might not
be reasonable (National Commission, quoted in English, p. 282):

1. Research to identify factors related to the incidence or treatment of certain conditions
for which adolescents may receive treatment without parental consent;
2. Research with “mature minors” that involve no more than minimal risk;

3. Research to help meet needs of children whose parents have designated them as in
need of supervision; and

4. Research with minors whose parents are legally or functionally incompetent.

If for some reason the NCS needed to recruit adolescents specifically because they are
sexually active (as opposed to being members of the general adolescent population), any reason

** Given the rates of pregnancy and sexual activity in the adolescent population, a general sample of teenagers would
produce some who meet the criteria of interest. According to the National Campaign to Prevent Teen Pregnancy,
one-third of females in the United States will become pregnant at least one time before reaching the age of 20.
CDC'’s Youth Risk Behavior Survey shows that 47 percent of all high school students have had sexual intercourse:
61 percent of twelfth graders, 52 percent of eleventh graders, 41 percent of tenth graders, and 34 percent of ninth
graders.
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to disclose the adolescent’s sexual activity status to a parent would probably constitute
reasonable grounds to get a waiver of parental consent or permission. The same logic would
apply for adolescents who are pregnant and have not told their parents.

When an IRB waives the requirement for parental permission, federal regulations require
that an alternative mechanism to protect the minor must be used. Various methods to meet this
requirement include obtaining consent from the adolescent, receiving judicial approval, having a
medical professional not involved in the research explain it, or appointing a professional to act as
a surrogate parent.

Conclusion

If the NCS does decide to include minors, is parental permission a reasonable
requirement in recruiting minor adolescents who are either sexually active or
pregnant?

If the NCS decides to include minors in the study, parental permission is a reasonable
process that should be followed in all but a few circumstances, such as those that would damage
the minor’s health and wellbeing.

6. If the NCS does decide to include minors, what are the risks and benefits of requiring
or waiving parental permission, especially in a study such as the NCS where most
procedures are minimal risk?

Risks of Requiring Parental Permission

Before beginning a discussion of the risks of requiring parental permission, we want to
distinguish between informed consent and permission. The two concepts are different: informed
consent implies an opportunity for an individual to act autonomously (Brody, 2001), whereas
permission implies approval to do some act. The two concepts occasionally become muddied in
the literature, such as in one study that defined passive consent procedures as those where
“parents of participants respond only if they do not want their child to participate” (Henry et al.,
2002, p. 645). In this section, we will try to maintain the distinction.

Studies that require parental permission may result in a biased sample. For example, one
study compared middle school students according to whether they returned signed permission
slips allowing participation in a life skills training course, returned signed permission slips
declining participation in the course, and did not return signed permission slips. Those with
permission to participate had fewer school absences and less likely to be in special education
when compared to those who did not return permission slips (Henry et al., 2002). Thus,
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requiring parental permission may bias a sample of adolescents for the NCS, and it is possible
that those less at risk may be more likely to obtain their parents’ permission to participate.

The costs of obtaining parental permission can be substantial (O’Donnell et al., 1997).
When considered in terms of the relatively low risk associated with information to be collected
under the NCS, planners may consider the resources that would be required for parental
permission to be better used elsewhere.

As noted earlier, neither regulations, policies, or guidelines provide clear direction in
terms of who would receive test results from biomedical specimens collected from adolescents in
the NCS. The research literature has little to say directly on the subject, so we must extrapolate
from investigations into similar questions.

Some researchers have noted that expanded research opportunities have presented ethical
dilemmas: When evidence of a child’s or adolescent’s developmental delay, pathologies, abuse,
or risk-taking behaviors come to light through research studies, should the investigator share
findings with the parent, refer the young person to services, or file a report with authorities?
Decisions about the steps to take, if any, must weigh the validity of diagnostic tools and the
researcher’s obligations to the community and the adolescent (Fisher, 1994). Based on this
approach, the NCS planners would need to carefully consider the types of tests to be conducted
and the consequences of providing results (or not) to individuals in positions to act on adverse
outcomes.

One sensitive area that may start to provide an answer to questions about biomedical test
results concerns whether adolescents can obtain HIV tests without parental permission or
consent. Some states have decided that the benefits gained by giving adolescents the right to
consent to medical care outweighs the advantages for giving parents the right to authority over
their minor children. Testing for sexually transmitted disease (STD) provides a clear case:
because an STD might arise from behaviors a parent would not approve of, an adolescent may
avoid getting tested and treated, which could lead to serious illness and the further spread of an
infectious disease.

An examination of state regulations affecting HIV testing produces some troubling
findings. States may allow minors to consent to HIV testing, but may also allow (or require)
health care providers to inform parents when their children ask for HIV tests. lowa requires that
parents are notified if a minor tests positive for HIV, Colorado permits parental notification if the
minor is under age 16, and North Carolina allows minors to be tested without parental consent if
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the parent has refused to consent to the test or the minor has been sexually abused. The reality or
the possibility that parents may be notified may have a deleterious effect on their children’s
willingness to have HIV tests (Jackson and Hafemeister, 2001), a finding that can reasonably be
extrapolated to biomedical tests that may be conducted as part of the NCS.

Benefits of Requiring Parental Permission

Unexpectedly, a few studies have found that adolescents and parents share similar views
on the role of parental consent in research. One study conducted a survey with 100 parent-child
dyads (200 respondents) that presented various hypothetical research scenarios and asked
opinions about granting consent. Very few differences in opinions were found, with both
adolescents and parents agreeing that teenagers could consent to participate in research that
involved no more than minimal risk, more teenagers perceiving the need for parental consent in
telephone interviews and HIV tests, and more parents perceiving the need for parental consent
for questions on sexual behavior (Sikand et al., 1997). Similarly, a study involving adolescents
with asthma and their parents that presented hypothetical research scenarios found 74 percent
agreement on questions such as whether to enroll in research, who would make consent
decisions, the importance of the research, and the level of risk (Brody et al., 2003).

Overall, the sentiment in the United States seems to favor parental consent for research
involving adolescents. One study that had 233 IRBs complete and return surveys found that 70
percent required parental consent for all research on minors. The same study also found,
however, rather substantial variability across IRBs in their interpretations of human subjects
protection for minors: 51 percent would require parental consent for a survey on patient
satisfaction with a sports physical, and 30 percent would waive parental consent requirements for
an anonymous study to test for HIV (Mammel and Kaplan, 1995)."”

Requiring parental permission would produce positive benefits for the NCS. First,
researchers would have some degree of protection from legal concerns that could arise during the
study period. Second, the study would have some degree of insulation from political pressures
that could mount to curtail or abort the NCS. Third, community members—adults and minors
alike—could have a degree of assurance that proper procedures are being followed and no one is
being exploited.

** The authors note that findings may be biased because of the relatively low response rate to the survey (30
percent).
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Benefits and Risks of Waiving Parental Permission

Legal provisions clearly recognize that obtaining parental consent in some circumstances
is not reasonable. The National Commission suggested that parental permission may not be
necessary if (1) the research is related to conditions that, under state law, minors may consent to;
(2) the research involves mature minors (i.e., they can give informed consent) and it involves no
more than minimal risk; and (3) research with neglected or abused children, children who are the
responsibility of the courts, and children whose parents are legally or functionally incompetent
(English, 1995, Santelli, 1997).

Sometimes when the reasons to waive parental consent are quite clear (e.g., homeless and
runaway youth) and the research involves only minimal risk (e.g., a survey and interviews), the
procedures to ensure proper human subjects protection can be substantial. In one such study, the
principal investigator consulted with the Compliance Oversight Branch Division of Human
Subject Protections, Office of Protection from Research Risks and NIH, then followed
instructions from that office to consult with the state attorney general’s office to review
applicable statutes and regulations. Only then did the researcher prepare materials for IRB
review. In conducting the study, participants received verbal and written informed consent
materials, were recruited by street outreach workers (i.e., trusted individuals), and were offered a
summary of the study’s results (Rew et al., 2000).

Even authors who argue that active parental consent is appropriate for most studies of
adolescents offer instances where parental consent has been appropriately waived. In one
example, 14-18 year old gay and lesbian adolescents completed a survey (at a gay and lesbian
community center) that asked about psychosocial stressors, anxiety, and depression. Most of
these young people had not informed their parents of their sexual orientation, and the researchers
concluded that parental consent would have placed the research subjects at risk. Their decision
was bolstered by having a psychologist at a clinic serve as an advocate for the young people
(Hoagwood et al., 1996)

Waiving parental consent requirements does not necessarily mean that adolescents are
fully able to make decisions about enrolling in medical research studies. Some have suggested
that if studies are to be conducted without parental consent or permission, researchers should
establish a strategy to interact with community representatives and explain the study’s purposes
and procedures, safeguards for privacy and confidentiality, and relevance of study findings
(Rogers et al., 1994). Others have suggested the possible need for adults who can act as proxies
for parents to ensure that minors’ interests are protected, but spare children the risk of exposing
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information to their parents they would rather keep private (FEHBP Lawyers Discussion Group,
2003).

Overall, the NCS may face several risks if parental permission is waived:

= if concerns arise during the study period from parents, participants, or observers, the
study team may be held legally liable;

= the NCS could be adversely affected by poor public relations; and

= if the adolescent had any adverse consequences from participation, he or she may be
hesitant to turn to a parent for assistance.

Conclusion

If the NCS does decide to include minors, what are the risks and benefits of
requiring or waiving parental permission, especially in a study such as the NCS
where most procedures are minimal risk?

The benefits of waiving parental permission are important, but not very numerous: the
NCS would save money and time, and the NCS could help adolescents understand that they are
in a position to be responsible for their own decisions. The benefits of requiring parental
permission are strong and include added protection for ensuring the minor’s best interests are
paramount, development of community support, and the practical need to make sure that parents
understand their children’s involvement in the NCS in case the parents’ involvement is needed,
too (e.g., in the event of an adverse report from a medical test).

7. If the NCS does decide to include minors, what is the capacity of the adolescent to
provide effective informed consent?

“Unless there is a specific exception in the regulations, an investigator may not involve a
human being as a subject in research without the legally effective informed consent of the
subject or of the subject’s legally authorized representative” (English, 1995, p. 279). The Code
of Federal Regulations sets forth the basic elements of informed consent, which include a
description of the purpose of the research, procedures involved, anticipated risks and benefits,
confidentiality protections, and compensation. IRBs may add requirements; under certain
circumstances, they may also delete or modify aspects of informed consent.

Cognitive Ability of Adolescents to Consent

Because informed consent is centered on the value of autonomous decision making, it is
important to question whether adolescents have sufficient capacity to make such decisions.
Traditionally, researchers and ethicists have said they do not and have created additional
protections for them, along with other vulnerable populations (Melton, 1983). Others have
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argued that an individual’s capacity to make an autonomous decision can be helped or hindered
by the context of the situation, meaning that different sorts of information or extra supports may
need to be provided (Brody, 2001).

There are calls in the research literature for mature minors to be able to consent to
participate in research. Some authors say that by age 14, “children generally ought to be
recognized as independent agents who are capable of making all of their health care decisions,
including the decision to participate as a research subject, without the threat of any parental veto”
(Toner and Schwartz, 2003, p. 38). They point out that maturity and the ability to make good
decisions do not appear the day the adolescent turns 18 because development is a gradual process
(Brody and Waldron, 2000; Wendler and Shah, 2003).

Depending on the circumstances, minors may have the cognitive ability to provide
informed consent. In studies investigating cognition and capacity, minors in mid- and late
adolescence (aged 14 years or older) have abilities to make decisions about participation in
research similar to the abilities of adults (Leikin, 1983; Santelli et al., 2003). In addition, minors
at 14 years of age have been found to be as skilled as adults in understanding multiple
viewpoints and considering conflicting information (Weithorn, 1983; Santelli et al., 2003).

The still-developing cognitive abilities of young people, however, affect their ability to
comprehend. In terms of features embedded in informed consent procedures, adolescents have
more knowledge and understanding of concrete information (e.g., the freedom to ask questions,
time elements involved, and the benefits of participation) than knowledge and understanding
about abstract information (e.qg., scientific versus therapeutic purpose of the study and alternative
treatments) (Susman et al., 1992). As they age, they develop more abilities to understand their
rights in terms of declining to participate in research, to be protected from harm, and to be
informed about procedures, with older adolescents (those in 10" grade) showing understanding
similar to that of adults (Bruzzese and Fisher, 2003).

The question about who receives results from biomedical specimen collection must be
raised here in the context of the adolescent’s cognitive ability. Presumably, the person who
consented to the test should have the right to receive results and have some ability to control who
else learns about results. Genetic information presents a particularly complex situation because
of the gravity associated with learning about effects on an individual’s future life. The person
requesting (or in the case of the NCS, consenting to) the test may feel compelled to keep the
information private or feel a moral obligation to share it with others; some recommend that
adolescents of reproductive age should be able to decide about genetic testing because they have
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the “negative right” of deciding not to know the results (Wertz et al., 1994). The adolescent’s
cognitive ability and still-developing moral sense make for a particularly challenging situation in
considering genetic testing.

Cognitive Ability of Adolescent Mother to Provide Consent for her Infant

In general, society permits parents to have authority over decisions affecting their
children. Parents have this right because they are the ones who most know their children and are
presumed to have their children’s best interests as paramount concerns.

The situation is both similar and unalike for parents who are adolescents. They
presumably have their children’s best interests as foremost concerns and perhaps become more
responsible parents because of their decision making responsibilities. But adolescents may not
have the intellectual and psychological capacity to make all decisions regarding their children’s
medical care, and there is some evidence that adolescents who become parents have lower
cognitive abilities than their peers who are not parents. One of the few articles we located that
directly addresses the issue of an adolescent’s ability to make medical decisions for her child
does so thoughtfully and concludes that older adolescent parents should, if they have sufficient
decision making capacity for the matter being considered, be the presumptive decision maker for
their child, with additional oversight functions performed by grandparents and health care
personnel (DeVille, 1997).

Conclusion

If the NCS does decide to include minors, what is the capacity of the adolescent to
provide effective informed consent?

The adolescent has the capacity (but perhaps not the legal authority) to provide effective
informed consent when the adolescent’s decision-making skills are such that he or she is
considered a “mature minor.” Given the type of information anticipated in the NCS, this would
probably be around the age of 15 for most adolescents.

8. If the NCS does decide to include minors, what is the capacity of the adolescent’s
parents to provide effective informed permission?

Comprehension Regarding Informed Permission

Given the legalities and ethical considerations surrounding informed consent and the
extent of information that researchers are sometimes obligated to provide potential participants,
it is reasonable to ask whether those providing informed consent truly comprehend what they
have agreed to. Consistently, studies have found that signers of informed consent forms have far
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better understanding of specific aspects regarding the study rather than the higher-order concepts
informed consent may include.

The problem continues into a participant’s ability to understand medical treatment. For
example, a study that asked parents about dental surgery their children were to have found that
nearly one in five did not understand the procedure their children were to undergo—even after
the researchers had provided informed consent and treatment information on two occasions and
thought the information was sufficient (Tahir et al., 2002).

Active vs. Passive Consent

The practice of passive consent—namely, assuming that the parent agrees to have the
minor participate in research unless the parent specifically states otherwise—has extensive
appeal. Compared to active consent (i.e., where the parent is fully informed about the research
and conscientiously agrees to have the minor participate in research), passive consent is less
costly, can be completed quicker, produces higher response rates, and reduces bias in study
samples. Methods sometimes used in educational settings involve active and passive
permission—a letter is sent to the parent who returns a signed paper signifying permission to
participate or not (active), or does not return a signed document (passive)—but “permission” is
not equivalent to “informed consent” (Santelli, 1997).

Studies of adolescent risk-taking behaviors are often conducted through schools, where
students are a captive audience. One study was cited previously about the possibility that
requiring consent may produce bias in the resultant sample. A review of the literature found the
following (Tigges, 2003):

= With passive parental consent procedures, 93 to 100 percent of eligible students
participate, compared to 30 to 60 percent of eligible students with active consent
procedures.

= Return rates of permission slips may drop to 6 to 25 percent when a parent’s signature
is required to participate.

= Extensive follow-up with parents who do not send back permission slips can raise the
return rate to 55-100 percent, of whom 48 to 96 percent agree to have their children
participate.
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= Costs to obtain a school-based sample using active parental consent” range between
$8 and $32 per student.

= Intensive efforts and incentives to obtain high permission rates can produce results,
but at a cost. One study spent $60,000 to obtain a sample of 3,000 students in three
schools serving mostly low-income, minority adolescents.

Under passive consent procedures, researchers assume that no response from parents
indicates approval to participate. The assumption is questionable, however, because a parent
may not have received the information, received it but forgot about it, did not understand the
information, or made an active decision that was somehow obviated by the child (Santelli et al.,
2003; Tigges, 2003). There are some suggestions in the literature that those who oppose passive
consent for studies involving minimal risk (such as attitudinal or behavioral surveys administered
in schools) are, in fact, either opposed to the notion of public health or social science research in
the schools or are concerned that parents are losing ground in terms of autonomy toward their
children.

Conclusion

If the NCS does decide to include minors, what is the capacity of the adolescent’s
parents to provide effective informed permission?

In sum, it seems that requiring active parental consent may be more onerous than is
necessary for gathering information for certain parts of the NCS, such as attitudinal and
behavioral survey questions. In these cases, passive consent from the parent and active assent or
consent from the minor should be sufficient human subjects protection for most IRBs. An
exception should be made for emancipated minors, who will have the ability to consent for
themselves. The issue gets a bit more complicated with the collection of biomedical specimens
and environmental measures—the former because it introduces invasive medical procedures
(albeit ones creating only minimal risk situations), the latter because it may require data
collectors to enter the parent’s home, and both because it is not clear who will receive test
results.

° Although it is not completely certain, it appears that this figure may refer to parental permission, rather than
parental consent as stated in the study.
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I1l. RECOMMENDATIONS AND NEXT STEPS

Based on the work conducted to date and answers provided to the eight questions in the
previous section, several steps are possible for further addressing the ethical issues of recruiting
minor adolescents—especially sexually active and pregnant adolescents—into the National
Children’s Study. We were asked to consider at least two possible activities, namely convening
an expert panel workshop or conducting surveys of IRB directors, parents, adolescents, or other
experts.

The United States government requires the inclusion of minors in research studies.
Agencies such as the NIH have instituted policies requiring the inclusion of minors in research,
with very specific exceptions, as follows:

= The research topic to be studied is irrelevant to children.
= There are laws or regulations barring the inclusion of children in the research.

= The knowledge being sought in the research is already available for children or will
be obtained from another ongoing study and an additional study would be redundant.

= A separate, age-specific study on children is warranted and preferable.
= [|nsufficient data are available in adults to judge potential risk in children.

= Study designs are aimed at collecting additional data on preenrolled adult participants
(e.g., longitudinal follow-up studies that did not include data on children).
As shown in this paper, the NCS does not have sufficient reason to exclude minors from
the study and in fact has compelling reasons for their inclusion. Thus, we recommend that the
NCS recruit minor adolescents into the study.

We conclude that the work of NCS planners and the extensive laws, regulations, policies,
research findings, and discussions of ethical matters lead to one major recommendation: the
National Children’s Study should require parental consent and adolescent assent for all minors
recruited into the study, unless state law requires otherwise or the candidate participant is an
emancipated minor.

If NCS planners agree with this recommendation, then the focus of future work is to
devise optimal methods for organizing the consent and assent processes.

To do so, however, will require more information about the actual nature of involvement
in the NCS. The study has been a long time in the planning process, and those plans are nearing
the implementation stage. One aspect that is probably nearing a conclusive decision concerns
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whether sexually active and pregnant adolescents would be specifically recruited into the study
because of their status or simply enroll in the study as part of a cohort of adolescents.

Some issues that will be critical to the questions about recruiting and enrolling
adolescents can be addressed only after decisions are made regarding the details of the NCS.
One very important issue concerns the kinds of biomedical specimens that will be collected. As
discussed earlier in this paper, both the nature of the test and the kind of results it produces
matter. For example, the degree of invasiveness and associated discomfort or risk can vary a
great deal, depending on whether the test involves a venous puncture, urine sample, blood
pressure, X-ray, mouth swab, hair sample, lung function assessment, or other methods of
collecting biomedical data. It is not hard to imagine that both parents and adolescents would
care about the particulars, so knowing them before proceeding to develop the consent and assent
processes is important.

Relatedly, the issue of how to share test results and with whom must be considered.
There is some legal guidance to help in NCS deliberations arising from research that examined
the effectiveness of methods for reducing environmental lead in homes. Parents sued the
Kennedy-Krieger Institute, which conducted the study, and courts have issued rulings regarding
the appropriateness of the data collection technique used to determine lead levels, the adequacy
of the consent process, and the delay in reporting children’s blood lead levels (Nelson, 2001).
The issue for the NCS, then, is to develop ways to share test results for both biomedical and
environmental measures. The following are the kinds of questions NCS planners may wish to
discuss:

= Given that various medical tests will be performed, will sexually active and pregnant
adolescents be asked to submit to the identical tests that adults will, or will certain
tests be added, waived, or otherwise varied?

= Who will receive reports from test results—adolescents, parents, medical personnel?
Or will this vary depending on the laws of each state? Or by the type of test?

= What kinds of supportive services should be required to help recipients of test results
understand or interpret them? This will be especially important if adolescents receive
test results.

= Should automatic referral practices be instituted for certain test results, and will this
process be different for adolescents than for adults?

= |f genetic material is collected, what additional matters must be addressed to ensure
the practices are ethically sound for testing adolescents and disseminating results?

In thinking about next steps, we emphasize the importance of considering informed
consent and informed assent as a process, not a set of forms (Santelli, 1997). The process needs
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to ensure that participants are able to demonstrate comprehension necessary for consent and
assent to be given only when they are genuinely informed. Informed consent and assent needs to
be a continuous process with opportunities for dialogue between researchers and participants,
with opportunities for participants to withdraw from the study. The National Commission
provided recommendations to support the notion of consent as a process, including commitment
from researchers to conduct ethical research, peer review, and periodic review of the conduct of
studies. IRBs fulfill many of these functions, but the NCS planners may want to consider
establishing a panel specifically to monitor issues and research regarding involving sexually
active and pregnant adolescents in terms of both the consent and assent processes and the
conduct of the study.

We believe that the most productive next steps for NCS planners at this time center on
consulting with the target groups. We recommend gathering opinions and information from
parents and adolescents through focus groups to provide insight into their concerns, preferences,
needs, and advice for unresolved matters, such as the consent and assent processes and questions
regarding biomedical tests. The focus groups could also provide very useful information about
optimal ways to recruit adolescents and the kinds of issues that will be important to them. We
suggest conducting focus groups with adolescents, parents, and adolescents and parents together,
with representation from various geographical areas, socioeconomic classes, and racial and
ethnic groups. Based on information from these focus groups, NCS planners could decide
whether additional data (such as information to be gathered from surveys) would be beneficial.

We considered whether it would be prudent to gather information from IRBs and
conclude that the answer is probably “not yet.” Previous studies have shown the wide variation
in IRB interpretations and requirements, even when IRBs across multiple sites are reviewing the
same research protocol. After the NCS vanguard sites have been selected, study planners may
want to consider convening IRB chairs from the vanguard sites, discuss progress to date, and ask
for their guidance.

There may be other ways to gather supplementary information from parents and
adolescents. For example, NCS planners may want to test whether opinions could be gathered
through links on web pages frequented by adolescents; if so, perhaps consent and assent forms
(and descriptions of processes) could be drafted and posted for their review. Other NCS planners
may be consulting with parents; if so, perhaps additional questions could be posed for their
discussions. The NCS design team has sponsored focus groups that included adolescents, and
information collected during those focus groups may be reviewed in light of the question
regarding the recruitment and enrollment of sexually active and pregnant teenagers.
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In sum, the legacy of information from commissions, federal staff, the judicial system,
researchers, IRBs, health care professionals, and ethicists has set fairly clear parameters around
the recruitment of adolescents into research such as the National Children’s Study. What
remains is to devise appropriate, ethical, and efficient ways to develop and implement the
particular forms, processes, and actions necessary for the NCS.
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Appendix

State Laws Regarding Consent by Minors

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® Emancipation® Child?® Services?'®? Services?'®? Services?'®? Services?'®® | General Medical Health®’
Alabama, 19 court petition yes yes yes no law 212; health care if 214 and a high school
provider may graduate, married,
notify parents pregnant, or a parent;
otherwise for emergency
care only
Alaska, 18 court petition, yes no law yes yes yes if minor is a parent or living
marriage on own and managing own
financial affairs; minor may
consent after MD
counseling if
parent/guardian is unable
or unwilling to consent
Arizona, 18 court petition, no law no law no law no law yes yes, but not surgical care
marriage
Arkansas, 18 court petition yes no law yes, yes yes; health care if minor is able to
excludes abortion provider may understand the nature and
services notify parents consequences of proposed
medical or surgical
treatment
California, 18 court petition, no law > 12, with yes, yes > 12; HIV test if 215, living on own, and
marriage, conditions; excludes abortion results may be managing own financial
military service parents must be services disclosed to affairs
notified unless specified
MD feels it would individuals
be detrimental
Colorado, 18 court petition, yes = 15; MD may yes if married, parent, yes no law

married, living
away from

advise parents

or pregnant, or
referred by
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?1®? Services?®° Services?1®? Services?'®® | General Medical Health®’
home professionals
(continued)
Connecticut, 18 court petition yes yes, with MD no law no law yes, but only if no law
approval; must MD believes
notify parents obtaining parental
after 6 visits un- consent would
less seriously deny treatment or
detrimental to if minor requests
child they not be
informed
Delaware, 18 court petition yes no law > 12; health care | = 12; health care | = 12; health care | yes, if a parent or married,
provider may provider may provider may or for emergency care
notify parents; notify parents. notify parents.
excludes abortion
services
District of court petition yes yes yes yes, excludes yes, notice to no law
Columbia, 18 sterilization parents/guardians
regarding AIDS or
STD testing
permitted if minor
refuses treatment
Florida, 18 court petition yes yes yes, includes if married, parent, yes yes, for emergency care

surgical care

pregnant, or
provider believes
minor would
suffer health
hazards

only
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
Georgia, 18 court petition, yes no, written yes, excludes yes yes, health care no law
marriage parental consent | abortion services provider may
required for notify parent,
treatment guardian, or
spouse
(continued)
Hawaii, 18 court petition, no law no law 214, health care 214, health care 214, health care no law
marriage provider may provider may provider may
notify parents; notify parents; notify parents
excludes abortion | excludes abortion
services and services and
surgical care surgical care
Idaho, 18 court petition, yes yes yes yes 214 minor of ordinary
marriage intelligence and awareness
may consent to medical
services
lllinois, 18 court petition yes 2 12; information if a parent or is if a parent or is > 12; information | yes, if a parent, married, or
about treatment referred by a referred by a about treatment | pregnant, if minor is victim
may not be doctor, clergy, or | doctor, clergy, or may not be of sexual assault, or for
disclosed unless Planned Planned disclosed except emergency care
minor consents | Parenthood clinic | Parenthood clinic with minor’s
consent
Indiana, 18 court petition no law no law no law no law yes yes, if emancipated,

married, divorced, in the
military, authorized by
statute, or 214 and living on
own; parent or guardian
may be informed of
treatment and may consent
to the disclosure of health
care records
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
lowa, 18 court petition, no law no law no law no law yes, parental no law, test results made
marriage, notification available to the minor and
criminal required for their legal guardian
conviction as positive HIV test
an adult
Kansas, 18 court petition, yes no law if parent is not no law yes, the health yes, for emergency care, or
marriage if 216 available care provider may | 16 or older and if parent or
notify parent, guardian is not immediately
guardian, or available
spouse
(continued)
Kentucky, 18 court petition yes 216 to outpatient | yes, health care yes, health care yes, health care | yes, if married, divorced, or
care provider may provider may provider may a parent; health care
notify parents; notify parents notify parents provider may render
excludes abortion treatment if delay caused
services by obtaining consent would
harm minor’s health
Louisiana, 18 court petition, yes no law no law no law yes, health care health care provider may
notarized by provider may notify parents
parent, notify parents
marriage if 2 16
Maine, 18 court petition no law no law no law if a parent, yes, the health no, but minor may consent
married, or care provider may to forensic exam after

provider believes
minor will suffer if
services withheld

notify parents

sexual assault
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?1®? Services?®° Services?1®? Services?'®® | General Medical Health®’
Maryland, 18 court petition, yes if provider yes, yes, yes, yes, if a parent or if
marriage believes minor’s the health care the health care the health care married; health care
life or health provider may provider may provider may provider may notify
would be affected notify parents notify parents notify parents parents; yes, for
adversely by emergency treatment,
delaying treatment of injuries from
treatment to sexual assault, or initial
obtain consent exam after admission to a
detention center
Massachusetts, court petition yes no law yes, excludes yes yes yes, if married, parent, or
18 abortion services pregnant
Michigan, 18 court petition, yes 214 yes, the health yes yes, the health no law
marriage, hospitalization for | care provider may care provider may
service in mental health; notify parents notify parents
armed forces may not be
disclosed to
parent without a
compelling need
(continued)
Minnesota, 18 court petition, yes no law yes, health care yes, health care yes, the health yes, if a parent or if
marriage, living provider may provider may care provider may married; health care
on own notify parents notify parents notify parents provider may notify
parents; minor may
consent to Hepatitis B
vaccination
Mississippi, 21 court petition, yes no law yes, includes if minor is a yes yes, for emergency care

18 for medical
consent,
marriage

surgical care

parent, married,
or referred by a
doctor, clergy,
family planning
clinic, colle%e, or
agency

only
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
Missouri, 18 court petition, yes no law yes, health care no law yes, the health yes, if a parent or if
marriage provider may care provider may | married; or for emergency
notify parents; notify parents; care
excludes abortion includes surgical
services; Includes care
surgical care
Montana, 18 court petition yes no law yes, health care yes, health care yes, health care | yes, for emergency care, or
provider may provider may provider may if a parent, married, or
notify parents notify parents notify parents; pregnant; the health care
includes surgical | provider may notify parents
care
Nebraska, 19 court petition, no law no law no law no law yes no law
marriage
(continued)
Nevada, 18 court petition yes no law no law no law yes yes, if a parent or
married/divorced and has
been on own 214 months;
minor must be able to
understand the nature and
consequences of medical
or surgical treatment
proposed; if minor is a
parent, or provider believes
minor will suffer probably
health hazard if services
withheld; in emergencies if
parent not available
New court petition, if no law yes, in a state no law no law 214; the health yes, for emergency care

Hampshire, 18

emancipated in
another state

facility; treatment
info may be
disclosed

care provider may
notify parents

only
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
New Jersey, 18 court petition, yes 2 14; disclosure yes, health care no law yes, the health yes, if a parent, married, or
marriage, to a parent provider may care provider may | pregnant; the health care
military service, permitted only notify parents; notify parents; provider may notify
pregnancy/ with the minor's | includes surgical includes surgical parents; yes, in case of
children, not written consent care care sexual assault, but MD
financially must notify parents;
dependent parents are statutorily
entitled to have access to
minor’s medical records
New Mexico, 18 | court petition, if no law 214 yes, limited to no law yes no law
16 marriage, if pregnancy testing
16 active and diagnosis
military duty
(continued)
New York, 18 court petition, yes yes, 216 for yes no law yes yes, for emergency care
parent, psychotropic only
marriage medication in
certain
circumstances;
physician must
notify parent
about
psychotropic
medication
North Carolina, court petition, no law yes yes, excludes no law yes if parent or guardian is not
18 marriage abortion services immediately available
North Dakota, court petition no law no law no law no law 214 yes, for emergency care

18

only
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
Ohio, 18 court petition no law 214 for limited no law no law yes no law
services; MD may
not inform parents
unless minor
consents
Oklahoma, 18 court petition, yes no law yes, the health if minor has ever yes, the health if a parent, married,
military, care provider may | been pregnant; | care provider may pregnant, or if for
married, notify parents the health care notify parents emergency care; the health
parent, living provider may care provider may notify
on own notify parents parents
Oregon, 18 court petition no law 214; parents no law 215; health care yes 215; the health care
should be provider may provider shall notify
involved notify parents parents; parent may
delegate authority to
consent on behalf of minor
for up to 6 months
(continued)
Pennsylvania, court petition yes = 14; MD must yes no law yes a high school graduate,
21 notify parents if married, pregnant, or a
the minor < 18 parent; health care provide
may decide if withholding
such treatment until
consent is obtained would
increase the risk to the
minor’s life or health
Rhode Island, court petition yes no law no law no law yes 216, married, or parent
18
South Carolina, court petition, yes no law 216; <16 when 216; <16 when 216; <16 when 216 (excluding operations);

18

if married may
consent to
health care

health care
provider believes

services are

necessary

health care
provider believes
services are
necessary

health care
provider believes
services are
necessary

<16 when health care
provider believes services
are necessary
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
South Dakota, court petition, no law no law no law no law yes yes, for emergency care
18 military only (not elective abortion,
sterilization or birth control)
Tennessee, 18 court petition no law yes yes if married, yes no
pregnant, or
referred by clergy/
counselor
Texas, 18 court petition, no law yes yes, health care yes5 yes, the health no law
military, provider may care provider may
marriage, notify parents; notify parents,
parent, living excludes abortion includes surgical
on own services; includes care
surgical care
Utah, 18 court petition yes no law yes yes, health care yes no
provider notifies
parents whenever
possible; includes
surgical care
(continued)
Vermont, 18 court petition, no law no law yes no law 212 no law
pregnant,
married, active
military duty
Virginia, 18 court petition yes yes yes yes, excludes yes, health care no, but a court may
sterilization provider may authorize treatment without
notify parents parent or guardian consent
Washington, 18 court petition, no law 213 yes yes2 214; includes no law

marriage to an
adult

surgical care
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State Laws Regarding Consent by Minors (continued)

Methods for

Can Minor Consent to:

State, Minors to Medical Care STD/HIV Tests
Legal Age of Obtain Legal for Own Mental Health Prenatal Contraceptive and
Majority®® | Emancipation® |  Child?® Services?®® Services?®° Services?1®? Services?'®® | General Medical Health®’
West Virginia, court petition no law no law no law no law yes no law
18
Wisconsin, 18 court petition no law no, if parents are | no law no law yes no law
,marriage responsible for
payments®
Wyoming, 18 court petition, no law no law no law yes yes yes
marriage,
military
Notes

1 American Bar Association. Facts About Children and the Law — Table 1. State Laws Allowing Minors to Consent to Medical Treatment, 2004 April.

2 Washington Administrative Code (WAC 388-15-240) Available at: http://search.mrsc.org/nxt/gateway.dll?f=templates&fn=legpage.htm$vid=rcwwac:leg

3 Mississippi State Legislature. http://198.187.128.12/mississippi/lpext.dll?f=templates&fn=fs-main.htm&2.0
4 Wisconsin State Legislature. http:/folio.legis.state.wi.us
5 Texas State Legislature. http://www.capitol.state.tx.us/cgi-bin/cqcgi
6 FEHBP Lawyers Discussion Group, 2003 April.
7 Maryland General Assembly, Rule 10-710. Available at: http://198.187.128.12/maryland/Ipext.dlI?f=templates&fn=fs-main.htm&2.0
8 Boonstra, Nash. 2000.
9 Belle R, S Boardman, C Boutilier, D Cap, et al., 2002.
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Forward
The Ethical Challenges of Recruiting Minor Adolescents for the National
Children’s Study — White Paper

This white paper was created through a work assignment under EPA contract number
68-D-02-069 to RTI International. The work assignment asked the contractor to review
the literature to answer eight questions posed by the Ethics Working Group for the
National Children’s Study and to provide a recommendation based upon their review of
the literature. This assignment was successfully completed August 25, 2004. This
white paper is a very small portion of activities associated with exploring the ethical
issues surrounding the National Children’s Study and recommendations from this paper
should not be interpreted as representing the views of, or endorsement from, the
National Children Study planners.

A series of comments were received during the technical review of this paper and the
main points of these concerns are summarized below. Please note that the white paper
is presented here in its original form as delivered from the contractor and the text does
not address these important comments.

e Much of the literature that seeks to increase an adolescent’s authority and
capacity in decision making and an increase in respect for young adults is
not adequately represented or discussed in this paper.

e Although mentioned in the paper, a more systematic review of the
important guidelines from the Society for Adolescent Medicine,
“Guidelines for Adolescent Health Research” (Santelli, 2003) is needed.

e The discussion of passive consent by parents is unclear given the report’s
recommendation for active consent upon entrance to the study.

e A more careful analysis of the extant Federal regulations that impact on
the potential for adolescents to consent to research should be included.
This includes analysis of the definition of children and the circumstances
in which parental consent may be waived [section 46.408(c)].

e Concerning minimal risk, the recommendations provided by the reports
from the National Human Research Protections Advisory Committee and
Institute of Medicine should be included.

e The legal authority of adolescent parents to consent for enroliment of their
own children appears to be on solid ground. The report is unclear on this
point and appears to suggest that grandparents provide consent for
grandchildren at delivery.
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EXECUTIVE SUMMARY

The federal government is designing the National Children’s Study (NCS), a
congressionally mandated longitudinal study that will examine the effects of environmental
exposures among children, from before birth until age 21. The goal of the NCS is to improve the
health and well-being of children. NCS planners have noted that including sexually active or
pregnant minors in the National Children’s Study may pose unique risks and benefits to the
individual and to adolescents as a group. Before deciding whether and how to recruit minors
into the NCS, the NCS planners identified eight questions to be addressed. The final white paper
submitted as part of this work assignment responds to eight questions by synthesizing literature
from the medical, behavioral, research, bioethical, and legal fields.

What are the unique risks and benefits of recruiting either sexually active minor
adolescents (pre-pregnancy) or minor adolescents who are pregnant? The study and the
individuals involved face minimal risks from recruiting sexually active or pregnant minors.
Including minors in the study would produce substantial benefits for the NCS.

How are these risks and benefits influenced by the development and legal status of the
minor adolescent? Both risks and benefits to the individual and the study arise from the
complexity of dealing with minors in their variety of developmental stages; some, especially
older ones, are considered “mature minors.” The legal status of the minor influences the risks
and benefits as determined by federal regulations and NIH policy that minors must be included
in research (with few exceptions) and varying state laws on consent and minor emancipation.

Should the NCS develop guidance that recommends blanket inclusion or exclusion of
these two groups of minor adolescents? Because of sensitivities regarding the inclusion of
minors in this study, the NCS should not recommend a blanket inclusion or exclusion of
pregnant or sexually active minors. Multiple factors suggest that blanket exclusion would be
neither practical nor politically astute.

If the NCS does decide to include minors, what are the appropriate protections that NCS
should require in recruiting sexually active minor adolescents or minor adolescent mothers? If
the NCS includes minors certain protections should be required, including assent from minors
(unless they are legally able to give consent), consent from parents (unless the minors are of
certain classes that warrant waiving parental consent), lists of health care resources for
adolescents who request such, and strict confidentiality protections.

The Ethical Challenges of Recruiting Minor Adolescents 1
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If the NCS does decide to include minors, is parental permission a reasonable
requirement in recruiting minor adolescents who are either sexually active or pregnant?
Parental permission is a reasonable process that should be followed in all but a few
circumstances, such as those that would damage the minor’s health and wellbeing.

If the NCS does decide to include minors, what are the risks and benefits of requiring or
waiving parental permission, especially in a study such as the NCS where most procedures are
minimal risk? The benefits of waiving parental permission are important, but not very
numerous. The benefits of requiring parental permission are strong and include added protection
for ensuring the minor’s best interests are paramount, development of community support, and
the practical need to make sure that parents understand their children’s involvement in the NCS
in case the parents’ involvement is needed, too.

If the NCS does decide to include minors, what is the capacity of the adolescent to
provide effective informed consent? The adolescent has the capacity (but perhaps not the legal
authority) to provide effective informed consent when the adolescent’s decision-making skills
are such that he or she is considered a “mature minor.” Given the type of information anticipated
in the NCS, this would probably be around the age of 15 for most adolescents.

If the NCS does decide to include minors, what is the capacity of the adolescent’s parents
to provide effective informed permission? It seems that requiring active parental consent may be
more onerous than is necessary for gathering information for certain parts of the NCS, such as
attitudinal and behavioral survey questions. In these cases, passive consent from the parent and
active assent or consent from the minor should be sufficient human subjects protection for most
IRBs.

We recommend that the NCS recruit minor adolescents into the study. We conclude that
the work of NCS planners and the extensive laws, regulations, policies, research findings, and
discussions of ethical matters lead to one major recommendation: the National Children’s Study
should require parental consent and adolescent assent for all minors recruited into the study,
unless state law requires otherwise or the candidate participant is an emancipated minor.

The most productive next steps for NCS planners at this time center on consulting with
the target groups. We recommend gathering opinions and information from parents and
adolescents through focus groups to provide insight into their concerns, preferences, needs, and
advice for unresolved matters, such as the consent and assent processes and questions regarding
biomedical tests.
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SEARCH CRITERIA USED FOR LITERATURE SEARCH

To conduct the literature search, we identified both key words and author names, based
on information provided in the Work Assignment and previous efforts from planners of the
National Children’s Study. Electronic searches were conducted, as described later in this report.
Promising books, articles, abstracts, and unpublished materials were obtained and reviewed,
which led to repeated iterations with additional key words and author names. Any item that was
relevant to the white paper was obtained and reviewed; references in those items were also
examined for potential additions to candidate literature. Material published within the past 25
years was emphasized, although seminal pieces from earlier periods were also obtained and
included.

The following key words and synonyms were used as search criteria for the white paper.
The main headers of each group below are followed by synonymous terms. To ensure a wide
search, all terms were included in the searches with “or” used to link the synonymous terms. All

nine categories were searched using “and” to ensure specificity of results.

Key Words Synonyms
Adolescent teenager Minor
youth adolescence

Sexually active

sexual behavior
sexual intercourse
pregnant or pregnancy
adolescent pregnancy

pregnant women
expectant parents
parents or parenthood

Maturity

capacity for decision making
physical maturity

emotional immaturity
emotional maturity

Legal system

laws

policy

public policy
jurisprudence

statutes

legal decisions
legal status
guideline adherence

Values

beliefs

societal consensus
religion

ethics

research ethics
experimental ethics
public opinion
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Key Words Synonyms

Consent parental permission parental notification
parental consent third-party consent
informed consent

Study Participants experiment volunteers research subjects
experimental subjects

Research study research survey research design
medical research research
study participant data collection
scientific study experimental design
commercial exploitation methodology
contracts

Consent for sexually disclosure treatment of

transmitted diseases testing for prevention of

The names listed below were used as search criteria to identify pertinent references or
reports authored by these key individuals. The list of names is comprised of authors of key
reports, participants in the NCS Ethics Working Group, and individuals active in the Society of
Adolescent Medicine.

Norma J. Allred
Arturo Brito

Diane R. Burkom
Nancy Bethune
Sarah Carr

Donna Chen

Ellen Wright Clayton
Krista Crider

Peggy Davies

Diane Dennis-Flagler
Nancy Dubler
Robert DuRant
Abigail English
Michael Firestone
Celia Fisher

Joel Frader

Janet Gans

Gail Geller
Kate-Louise Gottfried
Jeffrey Kahn
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Sheryl Lyss

Madlyn Morreale
Laurie Moyer-Mileur
John Murray

Vardit Ravitsky
Audrey Smith Rodgers
Walter Rosenfeld
John Santelli

Anna Schissel
Richard Sharp

Gary Sigman

Tomas Silber
Jennifer Singh
Marjorie Speers
Elizabeth J. Thomson
Diane Wagener
David Wendler
Yolanda Wimberly
Tineka Yowe-Conley
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SEARCH ENGINES USED FOR LITERATURE SEARCH

The following search engines were used to conduct electronic searches of the key words
and names listed above. All key words were searched using the resources listed in the first three
categories below: general information resources, legal information resource, and grey literature

resources. All author names were searched using the resources listed under general information
resources and grey literature resources.

Key Words

General information resources:

PubMed
PsycINFO
Sociological Abstracts

National Library of Medicine Bibliography: Ethical Issues in Research Involving
Human Participants

Legal information resource:

Lexis (the legal part of LexisNexis)

Grey literature resources:

Dissertation Abstracts

NTIS (National Technical Information Service)
Conference Papers Index

GPO (Government Printing Office) Monthly Catalog

New York Academy of Medicine’s Grey Literature Report
GreyNet

Google

Author Names

General information resources:

Web of Science (Science Citation Index Expanded and Social Sciences Citation
Index)

PubMed
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Grey literature resources:

= Dissertation Abstracts

= NTIS (National Technical Information Service)

= Conference Papers Index

=  GPO (Government Printing Office) Monthly Catalog
= Google
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