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Introduction

In the U.S., more than one in five new HIV diagno-
ses occurred in young people aged 13-24 in 2016.!
Seventy percent were young men who have sex with
men (MSM), especially those of color. Young people,
particularly those of color, also have high rates of sex-
ually transmitted infections (STIs) that can enhance
acquisition of HIV.2 Adolescence is a dynamic con-
struct, usually defined as the period from puberty to
adulthood, typically categorized as ages 10-18 years,
although some scholars view it as continuing until
26 years of age.? For the purposes of this paper, we
define adolescents as those less than 18 years. The
Centers for Disease Control does not separate data
from adolescents under age 18 from data from other
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youth, instead reporting HIV and AIDs statistics by
age categories of less than 13, 13-14 and 15-19.* How-
ever, adolescents clearly account for a sizable number
of young people affected by the virus. The likelihood
of adolescents acquiring HIV is related primarily to
sexual risk behavior. Adolescence is a time of explora-
tion and experimentation, especially in sexuality and
intimate relationships.® According to the Youth Risk
Behavior Surveillance System, by the age of 16, one-
third of students have engaged in vaginal intercourse.®
Among sexually active students, 46.2% did not use a
condom at last sex and 18.8% of students used alcohol
or drugs with sex.” Research is urgently needed that
tests behavioral, community, and biomedical inter-
ventions to reduce STTs, including HIV incidence in
adolescence.

However, critical ethical questions arise concern-
ing whether studies of new behavioral and biomedical
HIV preventive interventions, such as Pre-Exposure
Prophylaxis (PrEP), among adolescents should require
parental permission for participation.® Research stud-
ies on new prevention technologies such as PrEP (Tru-
vada: emtricitabine/tenofovir disoproxil fumarate),
long-acting PrEP, intravaginal rings, and broadly neu-
tralizing HIV-1 antibodies (bNAbs) are now recruit-
ing adolescents, notably high-risk adolescents, posing
ethical, legal, and regulatory concerns about study
participation.? Novel biomedical devices and medica-
tions may pose different, increased, or unknown risks
to young research participants. Behavioral interven-
tions that use online and social media approaches
may also present risks, including challenges to pri-
vacy and confidentiality that are difficult to anticipate,
especially for lesbian, gay, bisexual, transgender, and
queer (LGBTQ) youth. PrEP holds significant promise
for preventing HIV acquisition in young people, and
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now that the Federal Drug Administration (FDA) has
approved this intervention for adolescents aged 15-17,
a growing number of studies may recruit adolescents.
Increasingly, researchers and Institutional Review
Boards (IRBs) are thus confronting the scientific and
ethical dilemmas involved.

Adolescent minors are defined as those younger
than legal age of consent, typically, 18 years old in the
U.S. Currently, IRB regulations require parental per-
mission for minor youth to participate in research, but
the Common Rule (45-CFR-46) permits waivers for
the protection of human subjects under certain cir-
cumstances.!® IRBs usually waive parental permission
only in minimal-risk research. FDA regulations do not
have a comparable waiver of parental permission for
marketing approval of bio-medical products.

ers are warranted for HIV prevention studies that
include a medical or any other type of intervention is
unclear. Even in minimal risk research, researchers,
IRBs, and other stakeholders need to address when to
permit adolescents to decide on their own about study
or intervention participation. The considerations that
must be addressed include adolescent factors (e.g.,
autonomy, cognitive and emotional maturity, and
familiarity with research), the study’s potential risks
and benefits, the value of the research to adolescents in
general, whether parental involvement would be pro-
tective, potentially harmful or unknown, and whether
alternative protective strategies (e.g., ombudsmen
or youth advocates) should be used for adolescents
enrolled without parental involvement. Depending on
the study, stakeholders need to assess whether ado-

This paper presents issues that arose in the meeting as well as others that
have emerged in the literature. We examine here first the relevant regulations
and sources of ethical guidance concerning parental waiver that influenced
our analyses. We then explore arguments for and against waiving parental
permission. Finally, we present areas for future research, and recommendations
regarding when parental permission should be waived, and when researchers
should adopt special protections for adolescents who consent for themselves.

Researchers generally request a waiver of parental
permission for one or more of several reasons: when
requiring such permission might result in disclosure of
youths’ sexual behavior or identity with possible puni-
tive results; when requiring parent permission would
significantly reduce participation rates and bias sam-
ple characteristics, affecting study validity; or when
parents are not available. These reasons clearly differ.
The issue that requiring parental permission may put
adolescents at risk relates to the best interest of the
teen. The objection that requiring parental permis-
sion may limit adolescent participation, which in turn
jeopardizes the study’s findings’ validity, relates to sci-
ence advancement. If researchers ask to waive paren-
tal consent in order to more quickly advance science,
IRBs should carefully balance this request against the
potential benefits and risks to individual participants.
Such waivers might be reasonable to consider in cer-
tain cases and not others.

Researchers know that when parental permission
is required in research studies about sexual behavior
in adolescents, participation is considerably lower,
and the resulting sample may be a biased subset of the
population as a whole.” But whether parental waiv-

lescents can sufficiently assess the risk/benefit ratio
without parental oversight. If parental permission
is waived, young people may be exposed to research
risks they do not anticipate or understand. Research-
ers often experience a moral conflict over this issue,
struggling to determine when to obtain parental per-
mission, knowing it may reduce the study’s scientific
value, and having to assess IRB regulations, state laws,
institutional risk avoidance, respect for the parental
role, and concerns or misconceptions about adoles-
cent capacity to make decisions. These factors can all
influence ethical decisions regarding the design and
conduct of the research.

To address this critical question, the HIV Center for
Clinical and Behavioral Studies at the New York State
Psychiatric Institute and Columbia University recently
held an invitational meeting entitled, “Obtaining
parental permission in HIV prevention research with
adolescent minors: Whose risk, whose benefit, whose
judgment?” (list of participants provided in Acknowl-
edgements). The reason for this meeting emerged from
several participants’ experiences reviewing grant pro-
posals on adolescent studies. Some proposals required
parental permission and others did not. Reviewers did
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not always agree with each other or with the investi-
gators’ decisions on the need for parental permission.

The day-long HIV Center meeting aimed to help
researchers and IRBs make decisions about the need
for parent permission in adolescent HIV prevention
studies. Scientists, ethicists, developmental psycholo-
gists, pediatricians, and governmental representatives
collaborated to identify the relevant legal and regula-
tory contexts (e.g., the Common Rule, and individual
state laws); the factors that enhance or hinder the like-
lihood that parental permission would be waived; the
characteristics (or subgroups) of young people that
might influence this decision-making; the nature of
risk conceptually and practically, and ways it should
be identified, characterized and minimized; and the
future research needed to address the major outstand-
ing questions. We developed conclusions and rec-
ommendations for future HIV prevention research
among adolescents.

This paper presents issues that arose in the meet-
ing as well as others that have emerged in the litera-
ture. We examine here first the relevant regulations
and sources of ethical guidance concerning parental
waiver that influenced our analyses. We then explore
arguments for and against waiving parental permis-
sion. Finally, we present areas for future research, and
recommendations regarding when parental permis-
sion should be waived, and when researchers should
adopt special protections for adolescents who consent
for themselves.

While several aspects of ethical and regulatory
issues related to research on youth in general have
been explored,’ we focus here on challenges and ques-
tions that arise in applying these guidelines and regu-
lations specifically to the important case of researcher
and IRB decision-making about waiving parent per-
mission in adolescent HIV prevention research.

Key Guidelines, Regulations and Laws
Concerning Adolescent Participation in
Research and Parental Waiver

The Belmont Report

The National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research
of Biomedical and Behavioral Research issued 17
reports, including the Belmont Report® and a report
on Research Involving Children.* The Belmont Report
was written to identify the basic ethical principles that
should underlie the conduct of biomedical and behav-
ioral research involving human subjects.”” The Report
identified three principles to guide ethical decision-
making: Autonomy/Respect for Persons, Beneficence,
and Justice.
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Autonomy,/Respect for Persons

Participants should be treated as autonomous individ-
uals capable of making informed decisions; additional
protections should be provided only to those with
diminished autonomy.’® With adolescent HIV preven-
tion research, questions therefore arise as to whether
youth should be respected to make autonomous deci-
sions about research participation. The Institute of
Medicine (IOM) in 2004, and The Society for Ado-
lescent Medicine (now the Society for Adolescent
Health and Medicine or SAHM)®8 in 2003 reviewed
the literature on adolescent development and capac-
ity to consent to research participation. The SAHM
report concludes that for adolescents aged 14 years old
or older, understanding of research and the cognitive
ability to make decisions about research participation
are similar to these abilities in adults.” Several stud-
ies, for instance, on competency among adolescents,
found that 12 or 14 year olds were as competent as
adults in providing research consent.2°

Beneficence

Researchers should maximize the potential ben-
efits, and minimize the potential risks to study par-
ticipants. However, requiring parental permission in
adolescent research can alter the risks and benefits.
By asking parental permission, a researcher might
unintentionally harm teens by disclosing their sexual
behavior or sexual identity to parents, exposing them
to emotional or physical harm, discrimination, and
stigma. Such disclosure could violate their privacy
and confidentiality. On the other hand, not requir-
ing parental permission assists teenagers in keeping
secrets from parents, removes an important protec-
tion against potential risks of research participation
and source of social support, and interferes with
parental rights over their children’s care and activi-
ties.?! Thus, when evaluating the risk/benefit ratio
of a research study, parent permission needs to be
considered in the equation. HIV research does not
always provide clear direct benefits to participants. In
general, a primary goal of clinical trials is to advance
scientific knowledge, particularly related to treat-
ment and patient wellbeing, but it may not neces-
sarily benefit any current participants. Nonetheless,
participants in studies without direct benefits may
gain from the study either directly or indirectly. For
instance, comparative effectiveness of studies on HIV
and other conditions may compare two treatments,
each of which is known to be effective. Participants
in each arm would thus receive some benefit from the
study. However, in other protocols (e.g., those using
placebo), a least some participants may not receive
any direct benefit.

JOURNAL OF LAW, MEDICINE & ETHICS

The Journal of Law, Medicine & Ethics, 48 (2020): 188-201. © 2020 The Author(s)

https://doi.org/10.1177/1073110520917010 Published online by Cambridge University Press


https://doi.org/10.1177/1073110520917010

Bauman, Mellins, and Klitzman

Justice

The principle of justice requires that procedures and
outcomes in selection of research subjects be fair, and
that the benefits and burdens of research be equitably
distributed across groups.2? Vulnerable groups should
neither be exploited nor excluded from the benefits.2?
At the study protocol review meetings mentioned
earlier, the justice principle appeared important in
successful arguments for studies to include adoles-
cents without parental permission. IRBs and other
bureaucratic entities may impede research that could
improve the health of vulnerable youths; these deci-
sions may be inconsistent with the principle of justice,
which requires that researchers should not include in
studies only those individuals who are easier to recruit
or in a compromised position, or easily manipulated.

When research fosters the development of new
treatments, procedures, or devices, justice demands
both that these advances be provided to those who can
benefit from them, and that research include persons
from groups who are likely to benefit from applications
of the research. Limiting study access to those who are
easily accessible results in compromised science and
hence abridges the study’s social benefit. Some observ-
ers even suggest that overprotective IRBs are “com-
plicit in the creation of health inequities” when they
prevent some communities from receiving potential
benefits of participating in research.>*

IRBs’ reluctance to permit adolescents to self-con-
sent to research without parental involvement has
impeded critical advances in HIV prevention among
adolescent MSM.2% This reluctance is abetted by
assumptions regarding parental rights and youth deci-
sion-making capacity that may be inaccurate or not
apply to all youth and all parents.2¢

The National Commission’s Report on Research
Involving Children

In its 1977 report Research Involving Children®’, The
National Commission for the Protection of Human
Subjects of Biomedical Behavioral Research specified
categories that warrant a waiver of parent permission,
which many IRBs draw on as well: (1) if adolescents
can obtain treatment for the diseases or conditions
being studied without parental permission; (2) if the
research involves “mature minors,”? and poses no
more than minimal risk; (3) the research addresses
the needs of children designated by their parents as
“in need of supervision;” and (4) research involving
children whose parents are legally or functionally
incompetent. The notion of “mature minor” is some-
times used in common law in the U.S. and England.2
The National Commission states that “assent of such
mature minors should be considered sufficient,” par-

ticularly when they can legally consent to treatment
outside of research for the health conditions being
studied.? When an adolescent’s assent is insuffi-
cient, the Commission suggested that a surrogate be
appointed (e.g., a social worker, pediatric nurse, or
physician) to assure informed consent and assure the
right to withdraw.

The Common Rule

The Code of Federal Regulations (45-CFR-46), known
as The Common Rule,? was developed based on the
National Commissions’ reports,3? and governs research
ethics in the U.S. It allows a waiver of permission by
parents or guardians as long as specific criteria are met,
including: (1) the research involves no more than mini-
mal risk to the subjects; (2) the waiver or alteration will
not adversely affect the rights and welfare of the sub-
jects; (3) the research could not practicably be carried
out without the waiver or alteration; and (4) whenever
appropriate, the subjects will be provided with addi-
tional pertinent information after participation.

Local and State Laws
All states and the District of Columbia allow most
minors to receive STI testing and treatment without
parental permission.3? Thirty-two states allow minors
to self-consent to HIV testing, and 27 allow both HIV
testing and treatment.?* Culp and Caucci found, in an
analysis of statutes and regulations nationwide, that
access to PrEP by minors without parent permission
was inconsistent and unclear.?s In April 2017, New
York State reclassified HIV as a Group B STI and
clarified that local health departments must provide,
directly or through referral, diagnosis and treatment,
including prevention services to persons with or at
risk of a listed STI regardless of age.?¢ The amendment
also prohibited the release of a minor patient’s medical
and billing records to his or her parent/guardian with-
out the minor’s consent. Thus, teenagers in New York
State have the right to obtain HIV prophylaxis such as
PrEP and post-exposure prophylaxis (PEP) and treat-
ment without parental /guardian involvement.
According to the Office for Human Research Pro-
tection (OHRP), if adolescents are legally able to
obtain contraception and PrEP, they are not consid-
ered “children” and they can provide their own con-
sent for research. The NIH Adolescent Trials Net-
work, Adolescent MSM PrEP trial (ATN113) used this
rationale to request parental waiver; however, some
IRBs did not approve the protocol, based on their own
state laws which did not specify HIV prevention ser-
vices.?” For similar reasons, some IRBs have refused
requests for parental waivers for other studies among
adolescent MSM..38
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Adolescent Age and the Law

How should the adolescent’s age influence decisions
about the need for parental permission? Although
some past academic articles have defined adolescents
as individuals 10-18 years old, the HIV Center meeting
workshop focused on individuals 12-17 years-old —
still a large age range. Ethical issues involved in work-
ing with 16-17 year olds are very different from those
involved in working with 12-14 year olds.

In general, the age of majority — the age at which
adolescents typically attain many of the legal rights
and privileges of adulthood — is age 18. Emancipa-
tion is the achievement of adult legal status before the
age of majority by marriage, motherhood, or military
service. Some states have “minor consent laws” that

cent is allowed to consent to treatments or procedures
involved in the research, they should not be consid-
ered children.”*® Under federal regulations, adoles-
cents who are not children do not require parental
permission to participate in research.**

Where Do IRBs Stand on Parental Waiver?
IRBs vary in their thresholds for determining the
risk/benefit ratio of study participation and whether
to waive parental permission. Gilbert et al. described
issues that the Adolescent Trials Network Protocol
113 (ATN113) faced in obtaining IRB approval for a
multisite trial of PrEP with 15-17 year old MSM at
13 sites in 12 states.*> IRB concerns about approving
adolescent self-consent in the study included: (a) ado-
lescents might not have a realistic view

How should the adolescent’s age influence

decisions about the need for parental

permission? Although some past academic

articles have defined adolescents as

individuals 10-18 years old, the HIV Center
meeting workshop focused on individuals
12-17 years-old — still a large age range.
Ethical issues involved in working with
16-17 year olds are very different from those
involved in working with 12-14 year olds.

of PrEP’s possible benefits and might
underestimate risks; (b) they might be
overly influenced by monetary reim-
bursements; and (c) they may dismiss
or underestimate risks of study partici-
pation to their health.*¢ Evidence that
adolescents had the legal right to self-
consent for routine health care did not
influence the IRB’s decision-making.
Deliberations focused particularly on
the principle of beneficence, and chal-
lenges to balancing potential benefit
(mainly prevention of HIV) with pos-
sible harms, including coercion, privacy
issues related to recruitment on social

allow access to some health care independently before
the age of majority.?? The term “mature minor” derives
from common law, and means the capacity to make
independent judgements when faced with specific life
decisions. Deciding whether an adolescent is a mature
minor cognitively, socially, or emotionally is a chal-
lenge; clearly it cannot rely on age alone.

In defining “children,” the SAHM guidelines*® and
IOM report* rely on the definition of children in
the U.S. federal regulations. Specifically, 45 CFR 46
defines children as “persons who have not attained
the legal age for consent to treatments or procedures
involved in the research, under the applicable law of
the jurisdiction in which the research will be con-
ducted.”*2 Thus, the definition of a child, for research
purposes, varies considerably, based on state laws.
Few U.S. states have laws defining the age at which
persons can consent to participate in research. Most
states define the age of majority as 18 years, but rec-
ognize a younger age for persons to consent to general
or specialty health care. SAHM states, “If an adoles-
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media, and worry about potential drug
resistance that could result from persis-
tent nonadherence. The IRBs did consult state minor
consent laws, most of which allow minors to consent
to diagnosis or treatment of STIs, but which did not
clearly address self-consent for preventive services.*’
Two IRBs referenced almost identical statutory lan-
guage but reached opposite conclusions.*® IRBs often
claim to differ in their decisions based on local culture
and values, but this is not typically the reason.* Thus,
inconsistent applications of the law raise concerns,
and suggest potential advantages of national stan-
dards on adolescent participation in research.

A related study was done of Principal Investigators
(PIs) at these same 13 sites for the ATN113 multisite
study to understand their dilemmas in undertak-
ing this PrEP trial which relied on self-consent of
minors.* The data showed that PIs experienced moral
tensions about conflicting duties, one to the partici-
pants, who deserved protection, and one to science,
which must be valid (also see Merritt?'), as shown in
the following quotes:
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IRB barriers to self-consent deprive adolescent
MSM of their right to participate in trials that
will protect them from receiving developmen-
tally untested, inappropriate, and unsafe inter-
ventions and is a clear case of scientific inequity
driving health inequities.2

It is also an instance of losing sight of the
forest for the trees. Study-by-study, IRBs have
sought to minimize risk to the institution and to
[Adolescent] MSM participants by disapprov-
ing waivers of parental permission; in doing so,
those individual decisions add up to a systemic
injustice.5?

Governmental resources do not assist IRBs in inter-
preting state law, adding to inconsistencies across
IRBs, and indicating a much-needed area of work,
particularly regarding HIV, for which biomedical
prevention are rapidly advancing, and adolescents
increasingly bear the brunt of the epidemic.

Rationale for Waiving Parental Permission
For multiple reasons, investigators may wish to waive
parental permission in their prevention studies. These
reasons include both threats to adolescent well-being
and quality and validity of the science.

Requiring Parental Permission May Put Adolescents
at Risk

IRB regulations generally treat adolescents as chil-
dren, a protected class with diminished autonomy.
The requirement of parental permission assumes that
parents will act in the best interest of their child and
have the cognitive maturity to make good decisions
on his or her behalf. However, in studies that involve
recruitment of sexual minority or sexually active
youth, obtaining parental permission may involve
youth disclosing information to a parent that they
have kept secret and that can put adolescents at risk
for emotional and even physical harm.

Requiring Parental Permission May Jeopardize
Scientific Validity

Many youth, if required to disclose sensitive informa-
tion to a parent in order to obtain permission, may
choose not to participate, resulting in biased samples,
and hence jeopardizing study results and generaliz-
ability of findings. As a barrier to their participation in
a study of PrEP adherence, sexual and gender minor-
ity youth 14-17-years old have cited the requirement
for guardian permission.’* Requiring parental permis-
sion can lead to underrepresentation of some youth,
including those most at risk (e.g., African-American
MSM) who may refuse study participation at higher

rates, in part because discussions of sex and sexual
identify are taboo, and parents may not accept the
youths’ sexual orientation.’> When parental permis-
sion is required, systematic bias in subject recruit-
ment can cause underrepresentation of adolescent
MSM?¢ and misleading data and interventions that do
not meet the needs of the most vulnerable or at risk
populations because these teenagers are insufficiently
represented in trials.

Reasons for Opposing Waivers of Parental
Permission

Opposition to parental waiver is sometimes based on
the fact that risk in research is not all knowable. Unan-
ticipated risks can occur, especially in HIV prevention
studies that include pharmaceutical interventions
that have received relatively little prior investigation
in humans. In addition, studies on HIV prevention
almost always collect data on sexual behavior and
sexual identity. When sensitive data are collected, or
interventions are part of the research, some believe
that parental permission should be obtained.

Adolescent Decision-Making is “Too Immature”

Decisions about whether to obtain parental permis-
sion need to consider adolescents’ psychological
maturity and cognitive development. Some adoles-
cent experts have raised concerns about relying on
adolescent consent because of ongoing brain devel-
opment that continues to occur through adoles-
cence. Teenagers have immature impulse and emo-
tional control, in part because the pre-frontal cortex,
which is critical in cognition regarding future plan-
ning, abstract reasoning and response inhibition has
not yet fully developed.’” Teenagers are thus more
responsive to emotionally-loaded content than are
adults, and more likely to seek sensation and possi-
bly minimize research risks.® Though adolescents
are capable of abstract thought and deductive rea-
soning,’ which are necessary for decision-making,
the emotional reward system matures later. In condi-
tions of strong emotional meaning or “hot cognition”
(which involves emotionally-charged social interac-
tions with peers, such as when drinking or engaging
in risk taking behaviors), decision-making may be
compromised and more impulsive.®® In contrast, in
conditions that are not emotionally charged, adoles-
cents’ “cold cognition” decision-making is similar to
adults.’” Adolescent decision-making and executive
functioning are also influenced by age, social context,
emotional context, adverse social events and environ-
ments, previous life experiences, emotional states, and
the risk and complexity of a particular study. In 1989,
The United Nation’s Convention on the Rights of the
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Child (UNCRC) introduced two constructs — evolv-
ing capacities, and what is in the child’s best interest
— that help in understanding adolescents’ ability to
consent for themselves in HIV research.6? “Evolving
capacities” suggests that autonomous decision-mak-
ing develops with age and maturity, and affects the
ability of an adolescent to provide informed consent,
suggesting needs to carefully assess individual adoles-
cents’ capacity.? “Best interest” recognizes the person-
hood of the child, and the need to both provide pro-
tection and promote the human rights of the child.6
Though not ratified by the U.S. Senate, the UNCRC
provides important conceptualizations and remains a
vital guide in many countries.

Yet the notion that by mid-adolescence, all youth
can never provide informed, rational, and voluntary
consent is flawed and may result from misapplication
of research on only adolescent brain development,
while ignoring other data (rates of learning equivalent
to adults’). Such reductionist conclusions ignore the
large body of empirical data indicating that youth as
young as age 14 can make research consent decisions
at adult levels when information is presented at an
age-appropriate level and in contexts in which stress
is minimized.5% In fact, research has demonstrated
that LGBTQ youth aged 14-17 years adequately under-
stand the rationale for, and voluntary nature of, par-
ticipation in PrEP adherence trials, including a ratio-
nal weighing of risks and benefits.%¢

Adolescents display cognitive abilities for agency,
judgment, and self-protection that are fundamental to
the capacity to provide informed consent and to make
decisions about research participation. Even young
adolescents are generally able to make sensible deci-
sions about research and health care in the absence of
coercion and unhealthy influences such as peer pres-
sure. Data on 12 to 14 year olds show that they are
as capable as adults of understanding multiple view-
points and considering conflicting information.67

IRBs should include professionals who work with
adolescents and understand adolescent development,
and consider whether investigators assess capacity, if
parental permission is waivered.

Parents’ Rights to Protect Their Children

Research that allows adolescents to self-consent may
conspire with them to hide key aspects about their
behavior from their parents.’® Adolescents may be
conflicted about aspects of their behavior; with sup-
port, they might welcome and benefit from open dis-
cussion with their parents. Investigators who began
their relationship with adolescents by assuming that
parents should be excluded may discourage valuable
intra-familial communication, and inadvertently con-
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vey to youths that researchers will collaborate with
them in deceiving their parents. Researchers need
ways of assessing whether an adolescent desires open
communication with his or her parents — and avoid-
ing creation of artificial barriers to communication.®
Some critics may, as an underlying value, prioritize
parental rights over the rights of a youth to act on
behalf of his or her own health. Parents have a moral,
and even legal, authority over their children’s care and
activities, which should generally be respected. More-
over, in many families, parents can serve a significant
supportive role, particularly for youth undergoing
stress and discrimination due to sexual, gender, and/
or ethnic minority status. Parents often have a strong
sense of their children’s needs, fears, mental health
issues, and executive function capacities.

There are exceptions to this moral authority in
mature minor laws, as well as in case law that lets
physicians to abrogate parental rights in making
medical decisions if the child’s health is in jeopardy.™
Parents may coerce or unduly influence an adolescent
to make decisions contrary to his or her best interests,
concerning, for instance, whether or not to marry, to
work instead of attending school, or to continue or
abort a pregnancy. Laws allowing adolescents to seek
health care independently from parents recognize the
potential for parental conflicts of interest and for con-
flicts between parents and adolescents. As discussed
above, IRBs are authorized to waive parental permis-
sion when it would not be protective under certain
circumstances. Assessment of parent-adolescent
relationships can also be important in some studies
as part of the participation process, even when parent
permission waived.

Parental Permission May be Particularly Important
in Certain Studies

Parental permission may be especially important in
several particular situations and types of studies. First,
minimal risk studies may pose minimal risks to health,
but in order to qualify as minimal risk, these potential
dangers must be no more than adolescents would expe-
rience in daily life or “in a routine medical, psychologi-
cal, or educational examinations, tests, or procedures
of the general population.”” Health risks may, how-
ever, be known to be minimal for adults, but remain
unknown for adolescents, who may not fully appreci-
ate the potential differences. For instance, a drug that
is safe in adults may not be for teenagers. What hap-
pens when adolescents experience any of these risks in
studies that included parental waiver? Adolescents may
misunderstand the ramifications of study participation,
or underestimate the possibility of negative psychologi-
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Figure |.
Decision Tree Concerning Whether to Waive Parental Permission in HIV Prevention Research Among

Adolescents
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v
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\/4
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BUILDING A SOUND LEGAL FOUNDATION FOR TRANSLATING GENOMICS INTO CLINICAL APPLICATION ® SPRING 2020 195

The Journal of Law, Medicine & Ethics, 48 (2020): 188-201. © 2020 The Author(s)

https://doi.org/10.1177/1073110520917010 Published online by Cambridge University Press


https://doi.org/10.1177/1073110520917010

INDEPENDENT

cal or health risks. If children need medical care, unan-
ticipated disclosure to parents may then occur.

Second, studies vary in their risk of violations of con-
fidentiality. Adolescents may, for example, be very com-
fortable using online resources or texting in a social
media study, but discount or misunderstand their vul-
nerability to potential breaches of confidentiality.

Third, “privacy” may have different meanings for
different adolescents and mean more to some than
others. Parents may also value their child’s privacy
and perceive its violation as a more important risk
than the child does. Thus, even the definition of risk/
benefit, in the absence of a parent’s permission, should
be clearly and broadly defined. Researchers must dis-
tinguish between “likelihood” and “severity” of a risk
such as breach of confidentiality. In the case of gender
or sexual minorities, these issues may be particularly
important, given stigma and possible discrimination
and harm that may ensue.

Fourth, studies generally offer incentives and
inducements to adolescents to provide data and par-
ticipate in interventions. Depending on the amount of
incentive, the level of financial need, and the onerous-
ness of research requirements, adolescents may mini-
mize risk in favor of participation, a decision parents
might not share. Significant incentives may sway all
prospective participants, but especially adolescents.

Recommendations on When to Waive
Parental Permission

Many investigators focus on getting a waiver of
parental permission because of concerns that they
will otherwise fail to obtain an adequate or repre-
sentative sample. However, that concern should not
trump the risk to adolescents of trial participation.
Creative approaches to research design might foster
research that has both parent permission and adoles-
cent assent. However, HIV prevention research with
adolescents will likely often require waivers of paren-
tal permission. Based on research to date, we believe
that most adolescents have the cognitive abilities for
agency, judgment, and self-protection, which are fun-
damental skills that demonstrate the capacity to pro-
vide informed consent and to make decisions about
research participation. As illustrated in Figure 1, stud-
ies should thus consider requesting a waiver of paren-
tal permission under the following circumstances:

1. Research poses only minimal risks to the adoles-
cent or poses more than minimal risk but offers
the prospect of direct benefit, and lack of partici-
pation might have a negative impact on the adoles-
cent and scientific advances.
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2. The adolescent is capable of making independent
decisions about medical or mental health care or
social services and/or is legally empowered (or
legally or functionally emancipated) to make these
decisions;

AND any one of the following:

3. Parental permission poses risk to adolescents who
would have to disclose to the parent private infor-
mation, (e.g., sexual behavior or sexual identity);

4. The best interests of the adolescent and the parent
conflict, or parental permission may not be in the
child’s best interest;

5. Parents are functionally incapacitated, unavailable,
or unable to provide permission or the adolescent
is estranged from their parents.

Special Considerations for Researchers
When Parental Permission is Waived

If a parental waver is granted, researchers should
work to protect adolescent participants from study
risks, including breach of confidentiality, loss of pri-
vacy, and/or coercion.

Assuring Adolescent Privacy and Confidentiality
Research that waives parental permission should
include a safety plan to help adolescents avoid breaches
of confidentiality or privacy. For example, studies
should develop tools to guide minors to protect their
privacy (e.g., clearing phone texts between study staff
and the youth, helping adolescents with how to talk to
parents).

Should Individual Adolescents be Screened for
Capacity to Consent, and If So, How?

Researchers should carefully consider recruitment
processes and establish a higher bar for participants to
meet inclusion/exclusion criteria. A procedure should
document that youth:

1. have capacity to consent;
2. and understand that:

a.they have a choice about whether to participate
(i.e., participation is voluntary);

b.the benefits of participation are not guaranteed
(e.g., access to an HIV prevention method not
yet widely available);

c. the study may pose medical, social, and psycho-
logical risks, known and unknown, short- and
long-term;

d.there are alternatives to the study (i.e., there
are other ways HIV can be prevented, such as
safer sex).
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As examples, a study requiring parental permission
might be a phase I study of a monoclonal antibody
treatment for HIV. As a Phase I study, the study is
more than minimal risk. The prospect of direct bene-
fit is relatively low, and requiring parental permission
would not impede the science.

Parental permission might be waived in a minimal
risk study for an anonymous descriptive, internet-
based psychosocial study of HIV risk behaviors among
15-16-year-old LGBTQ youth.

Parental permission might be waived, even though
the study is more than minimal risk, for a study among
16-year-old MSM of two forms of dosing of PrEP —
daily versus event-driven (e.g., taking PrEP only on
days when the participant thinks he may be engaging
in high risk sexual activity). The study is more than
minimal risk, but provides direct benefit to partici-
pants, since it is comparing two arms, both of which
would provide benefit to the adolescent. Requiring
parental permission may also bias the sample and thus
impede the potential scientific benefit of the study.

When parental permission is waived, research-
ers should consider using a screening tool during the
recruitment and screening processes to identify ado-
lescents who lack capacity to consent. Tools can iden-
tify adolescents who should be excluded from the study
because of researcher concerns about their cognitive
and emotional capacity to provide consent or because
risks of a breach confidentiality outweigh the benefits
of research participation. Tools can also assess the
degree to which an adolescent understands the study
and its risks and benefits, as well as the individual’s
cognitive capacity, and whether the parent knows of
the teen’s interest in the study, or of the teen’s gender
or sexual minority status. Researchers should also con-
sider the adolescent’s use of substances prior to enroll-
ment, as with adults.

Project staff should receive rigorous training on
screening for eligibility, and specifically on the impor-
tance of assuring the adolescent’s ability to provide
informed consent. Some researchers may see the study
as an opportunity to encourage youth to communicate
with their parents, and may only enroll youth who
can safely talk to their parents, about research par-
ticipation, regardless of whether parental permission
is waived. When IRBs approve a waiver of parental
permission, researchers should, prior to commenc-
ing enrollment, ask each youth if he or she will inform
the parent of the study. Researchers should evaluate
whether participants may have elevated risks due
to parents learning in an unintended way about the
child’s sexual risk behavior or sexual identity. If such
elevated risk exists, the researcher should establish
a safety plan that includes resources for adolescents,

whether they choose to disclose or not disclose their
participation to parents. In trials of interventions that
require medication adherence, conversations around
adherence support may also help.

Identifying Adolescents Who Are at Elevated Risk
JSfrom Study Participation

Not all adolescents will be able to make a consid-
ered decision about research participation that is in
their own best interests. Some may be in a situation
in which a power differential increases the likelihood
of coercion or undue influence. Certain subgroups are
especially at risk. It may be unclear, for instance, who
has the right to consent for children in foster care.
Some youth are more or less developmentally mature.
Youth who live in more-protected rather than less-
protected environments might divulge private infor-
mation without understanding privacy risks, which
may or may not make them more vulnerable to breach
of confidentiality. Younger adolescents, those with
cognitive deficits, those in high toxic stress environ-
ments, and those who have psychiatric illness or use
alcohol or drugs may face more obstacles.

On the other hand, in a study of 60 sexual and gen-
der-nonconforming youth age 14-16 who were being
recruited into a PrEP adherence study, researchers
evaluated capacity to consent and found that youth
generally understood benefits, potential medical side
effects, confidentiality risks, and random assignment,
and felt comfortable with the study procedures and/
or felt comfortable declining participation.”? The
researchers concluded that adolescents had the capac-
ity to consider health risks and benefits, assess their
ability to take pills every day, and understand require-
ments of the trial, and were able to self-consent.

Conclusions

The issues raised here suggest several areas for future
research and recommendations for researchers, IRBs,
and other stakeholders.

A Research Agenda
A series of research needs emerge for future attention:

1. “Risk assessment tools” should be developed to
inform the IRB, sponsor, and researchers about
the nature, intensity, reversibility, and likelihood
of risk to minors of a given STI/HIV prevention
strategy study.

2. Research is needed to better understand parents’
attitudes toward allowing their children to par-
ticipate in research in general, and in research on
sexual risk and HIV. How do parents identify and
define research risks? Do they acknowledge the
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potential for benefit? Do they resist the idea that
their child is sexually active?

3. Studies are needed on the effects of parents’
involvement in youth research participation. Does
parental involvement have a positive impact on
study participation or youth adherence to the trial
intervention? Are there negative effects of parent
learning about adolescent’s sexual behavior?

4. Research is required on what a safety plan should
consist of as part of any research protocol when
parental permission is waived, to assist the
adolescent in minimizing risks from breach of
confidentiality, and to ensure support, should
interventions have any negative side effects.

conducting studies with parental permission is
associated with such breaches.

10.Research is needed to identify subsets of adoles-
cents for whom parental permission should or
should not be waived.

11. Studies are needed on how often, when waivers are
granted, adolescents talk to their parents about the
study or issues involved. How do the talks go? Do
the parents find out? If so, does the adolescent ini-
tiate the disclosure?

12. Research is needed to elicit youth and parent per-
spectives on parental permission, and to compare
the effectiveness of different procedures to improve
informed consent. What can we do to maximize

In short, enrollment of adolescents in studies of STI/HIV prevention, such
as PrEP, is vital, but poses a series of questions that IRBs, researchers and
other stakeholders need to consider. The development, refinement, and
implementation of several specific types of instruments and guidelines,
as suggested here, can help. This discussion can spur additional work in
this area. Further such efforts over time can help ensure that research is
conducted that can aid adolescents at risk for HIV, while minimizing risks,
and protecting these individuals’ rights as much as possible.

5. Studies are needed to better understand how ado-
lescents self-assess their safety when considering
research participation.

6. Studies are needed on how adolescents view the
risks and benefits of interventions, including PrEP.

7. Research is required on how teens define privacy
and confidentiality, how important it is to them,
and what the risks of disclosure might be to them,
their parents, and their peers.

8. We need to study how incentives influence adoles-
cents’ decision to participate in research. When are
incentives coercive? When do they unduly influ-
ence a decision to participate? How do we assure
that participants enroll in research voluntarily and
not because the financial benefit was too attrac-
tive? What are differences between adolescents
and adults that may influence types and value of
incentives? Will youth with a secret (e.g., MSM)
participate for financial gain despite risks of having
this information revealed to their parents?

9. Studies are needed on how requirements for
parental permission affect the risks of breach of
confidentiality. With the exception of LGBTQ
children, data is not conclusive about how often
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youth understanding of procedures and minimize
potential risks?

13. Research is needed to empirically test and refine, if
needed, the “decision tree,” specifying when waiver
of parental permission would be appropriate or not.

Development of Principles for Research with Minors
on HIV Prevention Research

It would be helpful to develop consensus about prin-
ciples that can guide decisions concerning HIV pre-
vention research with minors. Proposed principles can
include, for example:

1. Adolescents should be involved in HIV prevention
research.

2. When parental permission is waived, extra care is
needed to assure that adolescents understand the
risks and benefits of research. Research standards
should be different for adolescents only when there
is something unique about being an adolescent.
Competence to consent is the same for adults and
adolescents.

3. If parental permission is waived, researchers
should not be de facto parents. However, studies
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should add extra protections to youth, especially to
avoid breaches of confidentiality and ensure sup-
port for youth, related to study participation.

4. Parents are not always best at making the decision
about their child’s research participation. Parent
permission is a commonly used norm, but in fact,
parents may not be the best deciders.

5. Many teens are competent to make the decision to
participate in research independently.

6. Adolescents who provide informed consent
directly should be asked whether they want to
seek the advice of parents, other family members,
or trusted adults, when doing so doesn’t pose risk
for them. Obtaining support for participation in
intervention studies, in particular, may be helpful,
especially when medications are involved that may
have side effects.

7. Researchers and IRBs should give special consid-
eration and concern to both the screening and the
consent processes.

8. The consent process should include a risk assess-
ment to inform adolescents about the risks they
may encounter from study participation and loss of
confidentiality.

9. Long and often hard-to-interpret consent forms
can impede the consent process.”> Consent forms
should be simplified so that adolescents under-
stand the key elements of these studies, including
the risks.

10.To ensure respect for persons, enrollment should
be coupled with assent procedures that assess deci-
sional capacity and understanding of risk.

In short, enrollment of adolescents in studies of STI/
HIV prevention, such as PrEP, is vital, but poses a
series of questions that IRBs, researchers and other
stakeholders need to consider. The development,
refinement, and implementation of several specific
types of instruments and guidelines, as suggested
here, can help. This discussion can spur additional
work in this area. Further such efforts over time can
help ensure that research is conducted that can aid
adolescents at risk for HIV, while minimizing risks,
and protecting these individuals’ rights as much as
possible.
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