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Abstract

The millennium has ushered in a new era of oversight for pediatric research, with renewed mord and legd attention to
the upper thresholds of potential harms to which children may be exposed in studies. Watershed events discussed
include: Firdt, the desths of two research subjects, alegedly due to insufficient oversight by the investigators and their
ingtitutional review boards. Second, the courts expressed concerns about research policies for incompetent persons or
children in two cases, T.D. v. N.Y. and Grimes v. Kennedy Krieger Ingtitute, and reinforcement of the principle that the
best interest standard must be used for incompetent persons even in research. Third, the Best Pharmaceutica for Chil-
dren Act and the Pediatric Rule created incentives as well as uncertainty among Institutional Review Boards and
researchers about conducting pediatric studies. Fourth, the Office of Human Research Protection signaled the start of
more rigorous oversight with its public rebuke and suspension of a National Institute of Child Health and Human
Development pediatric obesity study. Failure to clarify the meaning of the pediatric regulations has sometimes mided
generally risk-averse ingtitutions and dedicated investigators about whet is permissible.
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IN NoveEMBER 2000, the federal Office of Human
Research Protection (OHRP) suspended a National
Institute of Child Health and Human Devel opment
(NICHD) pediatric study on the causes of obesity,
posting its concerns on the World Wide Web for all
to see. The OHRP determined that aspects of this
research were too risky for healthy children to be
enrolled without special federal approval, and this
approval had not been obtained. The OHRP re-
quired that certain actions be taken by December
8, 2000, including modifying the study and devis-
ing a plan about whether or not to contact “the par-
ents or guardians of the subjects who participated
in the...research and inform them of their child’s
inappropriate enrollment in this research (1).” The
OHRP also asked for “alist of active research pro-
tocols being conducted by the NIH [National Insti-
tutes of Health] of intramural research program
that involves normal, healthy children.” The
OHRP was particularly concerned about an “in-
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sulin tolerance test designed to induce hypo-
glycemia (a blood sugar less than 50 mg/dL) in
normal children.” The dangers of infusion of in-
sulin into healthy children generated the most con-
troversy over the study. The OHRP requested in-
formation about the “hundreds” of children that the
investigators claimed had been involved in this
sort of research.

Investigators in the research community were
stunned by the public manner in which these re-
searchers were notified and rebuked. They correctly
concluded that a new era in oversight and compli-
ance had begun. Consequently, Institutional Review
Boards (IRBs) and pediatric investigators wanted
more information and direction about how to deter-
mine the upper threshold of research risk that was
permissible for children. They wanted to know
when local IRBs could make decisions and when
they needed special federal approval.

In what follows, | will first state the central
moral problem in pediatric research policy, and
offer some of the regulatory responses to it. After
clarifying the current U.S. regulations governing
assessment of these risk thresholds, | will turn to
events occurring in the last few years, which have
led to anew era of oversight for pediatric research.
These include not only OHRP's suspension of an
NICHD pediatric obesity study but also the Best-
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Pharmaceutical Act, the Pediatric Rule and the
deaths of two research subjects. The courts also
expressed concerns in T.D. v. N.Y. and Grimes v.
Kennedy Krieger Institute about how well subjects
were being protected and it reinforced the fact that
the “best interest” standard must be used for in-
competent persons, even in research. | will argue
that the failure to clarify the meaning of the pedi-
atric regulations has sometimes misled generally
risk-adverse institutions and dedicated investiga-
tors about what is permissible.

The Central Moral Problem

The central moral problem in framing pediatric
research is how to formulate a policy that promotes
the well-being of all children by encouraging re-
search, while at the same time protecting individ-
ual research subjects (2). Some policies protect
children to such an extent that they do not allow
them to be enrolled in any research whatsoever.
For example, the Nuremberg Code (3) states that
no research may be done without the subjects’ in-
formed, voluntary and competent consent. Such a
policy obviously excludes all persons who cannot
give informed, voluntary and competent consent,
such as most children. The difficulty with this pol-
icy isthat unless some research is done with pedi-
atric subjects, there can be no genuine improve-
ment in care for children. If clinicians are forced to
use untested interventions, they will probably en-
danger their patients. On the other hand, if they use
only tested interventions and research is not per-
mitted, then they are severely limited in their treat-
ment options (2).

The World Health Organization’s Declaration
of Helsinki adopted another policy before 2000
(when it radically changed its position) (2, 4). In
these pre-2000 policies and revisions, the WHO
stated that no research could be done using sub-
jects who could not give informed consent unless
the study had direct therapeutic benefits for the in-
dividual. This policy was an advance on the
Nuremberg Code because it at |east allowed testing
of different therapies for children, such as different
cancer or asthma treatments, if the different arms
of the study were genuine therapeutic options that
were being compared. Nonetheless, the Helsinki
policy seemed unduly restrictive. For example,
many important studies on growth and develop-
ment pose virtually no risks to the subject, yet can-
not be regarded as therapeutic studies when the
children are not sick. Yet these studies are impor-
tant in determining whether some children are
thriving, since they are needed to compare their
growth and development to those of a norm. It
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seems unreasonable to claim that one is acting in
their best interest by prohibiting these low-risk,
but important studies (2).

The U.S. (5), the Council for Internationa Or-
ganizations of Medical Sciences (CIOMS) (6), and
the U.K., Canada, South Africa and many other
countries take a very different approach (2, 7). To
determine what studies should be approved, they
seek to balance potential harms and benefits. Typi-
cally, they set different levels of risk and different
sets of requirements at each risk level. | will focus
onthe U.S. requirements. | will show that these rules
are vague and allow such awide range of interpreta-
tion that pediatric investigators dedicated to the well
being of children and reasonably risk-averse institu-
tions were caught off guard by a new era of morere-
strictive standards based upon these rules.

The U.S. “Balancing Act” Approach:
Four Categories of Research

The U.S. regulations established four cate-
gories of research (see Table) distinguished pri-
marily by the risk of harm and the potential bene-
fits to the potential subjects (5). The overarching
concept is that the greater the risk of harm, the
greater the need to justify the benefits and impor-
tance of the study, and the greater the need to ob-
tain rigorous consent from guardians and assent
from the children, if possible.

§46.404

The first research category is for studies with
only minimal risk of harm and is often known by
its numbering in the U.S. Code as “404” (Table).
Because the risks are so low, these studies may be
conducted even if there is no direct benefit to the
subjects. Such studies require the approval of the
local IRB, the assent of the child if possible, and
the consent of one parent. Growth and develop-
ment studies and chart reviews are examples of im-
portant low-risk studies that may not directly ben-
efit the subjects. There is considerable advantage
to having a study classified under this heading, be-
cause it enables investigators to obtain expedited
review, modify or waive consent, or allow vulner-
able subjects or others who lack decision-making
capacity to be enrolled in studies (8).

The U.S. regulations define minimal risk as
meaning “that the probability and magnitude of
harm or discomfort anticipated in the research are
not greater in and of themselves than those ordi-
narily encountered in daily life or during the per-
formance of routine physical and psychological
examinations or tests.” This definition contains
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TABLE
Research Involving Children, Which DHHS Is Permitted to Fund or Conduct.

846.404 Resear ch not involving greater than minimal risk.

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,
as set forth in §46.408.

846.405 Resear ch involving greater than minimal risk but presenting the prospect of direct benefit to the individual subjects.
DHHS will conduct or fund research in which the IRB finds that more than minimal risk to children is presented by an interven-
tion or procedure that holds out the prospect of direct benefit for the individual subject, or by a monitoring procedure that is likely
to contribute to the subject’s well-being, only if the IRB finds that:
(a) therisk isjustified by the anticipated benefit to the subjects;
(b) therelation of the anticipated benefit to the risk is at least as favorable to the subjects as that presented by available al-
ternative approaches; and
(c) adequate provisions are made for soliciting the assent of the children and permission of their parents or guardians, as set
forth in §46.408.

846.406 Resear ch involving greater than minimal risk and no prospect of direct benefit to individual subjects, but likely to
yield generalizable knowledge about the subject’s disorder or condition.
DHHS will conduct or fund research in which the IRB finds that more than minimal risk to children is presented by an interven-
tion or procedure that does not hold out the prospect of direct benefit for the individual subject, or by a monitoring procedure [that]
is not likely to contribute to the well-being of the subject, only if the IRB finds that:
(@) therisk represents a minor increase over minimal risk;
(b) 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;
(c) theintervention or procedure is likely to yield generalizable knowledge about the subjects’ disorder or condition which
is of vital importance for the understanding or amelioration of the subjects’ disorder or condition; and
(d) adequate provisions are made for soliciting assent of the children and permission of their parents or guardians, as set forth
in §46.408.

846.407 Research not otherwise approvable, which presents an opportunity to understand, prevent, or alleviate a serious
problem affecting the health or welfare of children. DHHS will conduct or fund research that the IRB does not believe meets
the requirements of 846.404, §46.405, or 846.406 only if:
(@) the IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or aleviation
of a serious problem affecting the health or welfare of children; and
(b) the Secretary, after consultation with a panel of expertsin pertinent disciplines (for example: science, medicine, educa-
tion, ethics, law) and following opportunity for public review and comment, has determined either:
(1) theresearch in fact satisfies the conditions of §46.404, §46.405, or §46.406, as applicable, or
(2) the following:
(i) the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a se-
rious problem affecting the health or welfare of children;
(ii) the research will be conducted in accordance with sound ethical principles;
(iii) adequate provisions are made for soliciting the assent of children and the permission of their parents or
guardians, as set forth in §46.408.

SOURCE: Quoted from U.S. Code of Federal Regulations (45 CFR § 46.404-407).

DHHS = Department of Health and Human Services, IRB = Institutional Review Board.

two parts, and because there is an “or,” only one
needs to be satisfied. The first part uses “everyday
risks” as a benchmark for minimal research risk,
saying that to be minimal, research risk must be
like that of everyday risk. However, there needs to
be a moral justification for taking “everyday risk”
to be a legitimate guide for low-risk studies (7).
That is, even if we know the probability and mag-
nitude of the daily risks all of us encounter (which
can include drive-by shootings, SARS, and terror-
ism) well enough to establish the “minimal-risk”

standard for research, it is unclear why everyday
risks are morally relevant or justified.

The problem with the “everyday risk” part of
the definition is that it allows too high a level of
risk. Thismay beillustrated by the NICHD obesity
study. Initially, the IRB decided that this study,
with its infusion of insulin into healthy children,
had no more than a minimal risk because they
judged that these procedures were safer than the
everyday risk of playing in traffic. The minutes
from this meeting state (1):
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Several members of the Committee explored
the meaning of minimal risk and what a child
might encounter in avisit to the doctor or while
playing in traffic. It was felt that spending sev-
eral hoursin the Clinical Center in aclamp ex-
periment would be safer than playing actively
on sidewalks and streets.

In halting the study, the OHRP made it clear that
“...this research involves greater than a minimal
risk. In particular, the hyperglycemic, euglycemic,
and hyperinsulinemic clamp procedures involve
greater than minimal risk. Other study interventions,
such as the two-day, one-night hospitalizations for
intensive metabolic evaluation, may also involve
greater than minimal risk for some subjects’ (1).

The other part of the definition of minimal risk
is more promising, since it benchmarks the analysis
of “minimal risk” research to the reasonably well-
understood notion of routine medical or psycholog-
ical examinations or tests. | have argued in detail
elsewhere that we should drop the “everyday risk”
standard and simply understand minimal risk as no
more than the sort of risks we all encounter in rou-
tine medical or psychological examinations or test-
ing (7). Clearly, risks like the infusion of insulin
into the veins of healthy children are unlike the sort
of risks encountered by all of usin routine exami-
nations or testing. | discuss this definition and vari-
ous interpretations more fully elsewhere (7).

§46.405

The next category of research is known as
“405,” again based on its number in the federal
regulations. It permits a greater than minimal risk
as long as the risks are justified by the anticipated
direct benefit to the subject, and if the benefit-to-
risk relationship is at least as favorable as that pre-
sented by available aternative approaches. In ad-
dition, the assent of the subject is needed if possi-
ble, asisthe approval of parents and an IRB. What
constitutes a “direct benefit” is open to interpreta-
tion, but is often understood as a direct therapeutic
benefit (5). For example, using this category, in-
vestigators would be able to compare the efficacy
and safety of standard treatments of asthma, can-
cer, or other diseases. The NICHD obesity study, in
contrast, had no likelihood of direct benefit to the
subjects; it was done to gain knowledge and so
could not be justified under this category.

§46.406

The third category of research, known as
“406,” allows a minor increase over minimal risks
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without the prospect of direct benefit to each sub-
ject when the subject has a condition (5). “Minor
increase over minimal risk” is undefined and, not
surprisingly, even wider variation exists about
how to understand this definition than exists for
“minimal risk.” The National Bioethics Advisory
Commission (NBAC) (9) and the National Human
Research Protections Advisory Committee
(NHRPAC) (10) understand a “minor increase
over minimal risk” to be just alittle more risk be-
yond what is allowed for healthy children. The
NHRPAC includes the following as one-time pro-
cedures done with suitable pain relief: a skin
punch biopsy, bone marrow aspirate, or lumbar
puncture. A central moral and policy question is
how can there be a higher risk threshold for some
children than for others? | have discussed this in
detail elsewhere, but answers require acknowledg-
ing two points (2, 7). First, risks of harm and po-
tential benefits for healthy children and children
with conditions are often different, and this stan-
dard seeks to take this into account, | believe.
What is minimal risk for healthy children may be
high risk for those with compromised immune sys-
tems, and minimal risk for terminally ill children
(e.g., discussing loss and death) may be a higher
risk for healthy children.

Second, to be consistent with other policies
concerning children, | have argued that “minor in-
crease over minimal risk for children with condi-
tions” should be understood as what would be min-
imal risk for the children with conditions being
studied as long as it is understood that the risks for
children with medical conditions does not exceed
what would be a minor increase over minimal risk
for healthy children (2, 7). In addition, to fulfill the
406 category, the research must be likely to yield
generalizable knowledge about the child's disorder
or condition, which would be knowledge of vital
importance for the understanding or amelioration of
the disorder or condition that affects the child.

The NICHD investigators and the IRB approv-
ing the obesity study apparently believed that hav-
ing one obese parent constitutes a condition, be-
cause it puts these children at some increased risk
of becoming obese later in life. OHPR rejected this
wide interpretation, as did the Institute of Medi-
cine's Committee on Research Involving Children
(1, 11). | have argued elsewhere that “condition”
should be understood to be a medical condition
and that nowhere is having one obese parent re-
garded as a medical condition (8). Local IRBs can-
not approve studies without direct benefits if they
pose more than a minor increase over minimal
risks. As noted, the OHRP decided that the obesity
study had exceeded this level.
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§46.407

The final regulation, known as “407,” is a
mechanism for gaining approval for research that
is not otherwise approvable. Research that is not
otherwise approvable must still gain parental per-
mission and the child’s assent, if possible, and be
approved by the local IRB as presenting a reason-
able opportunity to further the understanding, pre-
vention or aleviation of aserious problem affecting
the health or welfare of children. To be approved,
the study must also gain the approval of the Secre-
tary of HHS after consultation with a panel of ex-
perts in pertinent fields and following an opportu-
nity for public review and comments. The obesity
study from NICHD had not gotten the secretary’s
approval, as OHRP noted in halting it (1).

Wide discrepancy about how to apply these
risk categories has existed ever since the regula-
tions were originally issued. In 1981, Janofsky and
Starfield (12) surveyed department chairs and pe-
diatric investigators, and found disagreement
about how to classify the risk levels of such com-
mon procedures as arterial puncture and gastric
and intestinal intubation. According to 14% of re-
spondents, puncturing of the eardrum has no more
than a minimal risk, 46% stated it had a minor in-
crement over minimal risk, and 40% thought it in-
volved more than a minor increase. An editorial in
the Journal of Pediatrics (1981) said that this vari-
ation demonstrated the need for more consistent
risk assessment (13). However, considerable varia-
tion about what is permitted still exists (2, 5, 14).
Testimony before the NBAC in 1989 revealed that
some respondents viewed a lumbar puncture
(spinal tap) as posing no more than a minimal risk
of harm if done by experts, despite possible risks
of headache, infection, nerve damage, and paraly-
sis (9). In contrast, the NHRPAC listed a single
spinal tap as presenting a minor increase over min-
imal risk (10). As we saw, some investigators and
IRB members believed that infusing insulin into
the veins of children posed minimal risk, and oth-
ers believed that it presented a minor increase over
minimal risk; OHRP believed the risk was higher
than this (1).

A New Era of Oversight

Failure to clarify the meaning of the regula-
tions allowed wider and narrower interpretations
to flourish unchecked until recently. In this section
I will discuss some causes of the change. One mea-
sure of the uncertainty among investigators and
IRB members about how to understand the regula-
tionswas ajump in requests for federal approval of
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higher-risk studies. After two decades with only
two requests for “407” federal approval for studies
for which the IRBs believed the risk was too high
to approve on the local level, there was a compar-
ative flood (15). Change seems to have been
brought on by several factors.

First, there was a shakeup in the Department of
Health and Human Services, in which the watch-
dog committee was taken out of the NIH and set up
directly under the Department of Health and
Human Services. This new organization, the Office
of Human Research Protection, under the leader-
ship of Greg Kosky, began enforcing standards at
all research institutions, including the NICHD.

Second, in 1998, the Food and Drug Adminis-
tration and later the Congress adopted the “pedi-
atric rule,” which offers incentives to do pediatric
research (11 16). The rule was designed to address
the problem that most drugs and products that are
in use for both adults and children lack directions
for pediatric use on their labels. In addition, the
FDA estimated that about 80% of the pediatric
drugs used for children are not FDA approved.
Consequently, it began requiring sponsors to in-
clude pediatric assessments when applying for new
drugs or biological products (2). Applicants had to
conduct pediatric studies unless they could make a
case that the study should not be done. Valid rea-
sons for not doing a study included that the data al-
ready existed, the children didn’t get the disease,
or the drug was especially dangerous for children.
Given this incentive, many more pediatric studies
began to be planned and done and numerous |RBs,
often having few to no pediatric experts, were un-
certain how to fulfill federal guidelines (11).

Third, the Best Pharmaceutical for Children
Act (BPCA) was passed in 2002 (17). It is a law
providing an incentive of six months of extended
market exclusivity for companies that conduct pe-
diatric studies. BPCA is a voluntary program and
“sunsets’ in 2007. Unlike the pediatric rule, BPCA
is voluntary, but nonetheless provides great incen-
tives to conduct pediatric studies. A $100,000 in-
vestment on a pediatric study, for example, could
result in millions of dollars for a drug company
gaining exclusivity for six months. The Institute of
M edicine has determined that this act should be re-
newed because it is of great importance (11).

Fourth, two deaths at |eading research institu-
tions brought charges that review boards were not
protecting subjects properly. Jesse Gelsinger died
in September 1999 from arare liver disease called
partial ornithine transcarbamylase (OTC) defi-
ciency (18, 19). This disease causes people to re-
tain toxic levels of ammoniain their blood. Half of
all infants with this condition die within the first
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month. Jesse Gelsinger was more fortunate, and as
soon as he turned 18, he eagerly sought participa-
tion in a gene transfer trial at the University of
Pennsylvania to help advance knowledge about
this disease. He had a mild version of the disease,
which was being well managed by diet and drugs.
Yet he wanted to be a hero, said his father, and so
he volunteered for research. Doctors gave him an
injection of anormal OTC gene attached to a ther-
apeutic virus. Shortly after this gene entered his
liver, he developed a high fever, his blood began to
clot, his immune system malfunctioned, his liver
hemorrhaged and he died. There were later ques-
tions about the quality of his informed consent.
Specifically, Jesse and his family had not been told
of the deaths of Rhesus monkeys or of patients
who had toxic reactions. Theinvestigators and IRB
members were also criticized for failing to use the
inclusion criteria properly. Later, there were also
questions about conflict of interest. Many of the
investigators were heavily invested in the company
sponsoring the study; thus they had a strong inter-
est in developing the genetic treatment they were
investigating, but had failed to disclose this.

In 2002, there was another tragedy at a presti-
gious institution, Johns Hopkins Hospital, where
24-year-old Ellen Roche died (20). She was a tech-
nician at the Asthma Center there and was paid
about $350 to enroll in the study and inhale Hexa-
mephonium. According to the consent form, thein-
vestigators wanted to find out how “tubes carry air
into the lungs’ despite the presence of irritating
substances. Due to adverse reactions recorded in
the 1950s, Hexamephonium had been taken off the
market in 1970 and was not FDA approved. Sub-
jects were not told of this or about adverse reac-
tions earlier in the study, and risk level was under-
stated on the consent form. Although Jesse
Gelsinger and Ellen Roche were young adults,
there was a general concern that IRBs were not
doing their job to protect the rights and welfare of
research subjects.

Finally, for the first time, the courts rendered
decisions having implications for pediatric re-
search policy. In T.D. v. New York (21), the court
ruled that incompetent persons in a state mental
hospital could not be enrolled in research studies
having more than a minimal risk. Seen more gen-
erally, the decision seemed to support the view that
incompetent persons, including children, could not
be enrolled in non-therapeutic or no-benefit stud-
ies having more than a minimal risk (11). This
view was reinforced in the first appellate court
case to review the U.S. pediatric research policy,
Grimes v. Kennedy Krieger Institute (22, 23). This
ruling alarmed the pediatric research community,
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since it seemed to rule out two of the four pediatric
categories for research—406 and 407 (Table) (24,
25). It is worth discussing the case in detail, be-
cause the investigators and the IRB at Kennedy
Krieger Institute (KK1), an affiliate of Johns Hop-
kins Hospital, were convinced they were acting in
the best interests of the children in the study, while
the Grimes court compared this research to some
of the worst research abuses in recent history, such
as the Tuskegee syphilis study. A systematic look
at the research and the ruling shows why these per-
spectives, presumably among reasonabl e people of
good will, were so different.

The KK study at the center of this dispute was
done in the late 1980s and the 1990s; it was called
the Lead Abatement and Repair and Maintenance
Study (22, 24, 25). Kennedy Krieger investigators
had planned the study to find a safe and inexpen-
sive way to remove lead hazards from homesin the
Baltimore area. They estimated that 95% of low-
income homes in Baltimore had lead hazards. The
study focused on five groups of homes, with
twenty-five homes in each group. The first three
groups were distinguished by the amount to be
spent on lead abatement, i.e., repair and mainte-
nance to remove dust, paint or soil containing lead
(up to $1,650, up to $3,500 or up to $6,500).
Homes in group four had already been extensively
abated to make them as safe as possible. Homes in
group five were built after 1978, when lead paint
was forbidden in homes, although lead hazards
might exist in soil or in their neighborhoods.

Parents of two children living in the homes
sued Kennedy Krieger. Erica Grimes, in group
four, charged that the Institute had found “hot
spots’ in March and waited until December to tell
the family of her elevated blood levels. Her blood
levels were 9 on April 9 and 32 on September 15.
In addition, the Grimes family charged that they
were not told the purpose of the study or the haz-
ards. One of the issues concerns what level of lead
poses risks. Lanie Ross, a pediatrician, writes,
“The two children whose parents brought suit
against the Kennedy Krieger Institute had peak
levels of 21 pg/dL and 32 pg/dL.... During the last
30 years, the Center for Disease Control and Pre-
vention (CDC) has revised the blood-level at
which lead poisoning occurs, from 60 pg/dL in the
early 1960s, to 30 pg/dL in 1975, to 25 pg/dL in
1985, and to 10 pg/dL in 1991. As such, when the
research was being done, the researchers should
have known that both of these children had blood-
levels that posed risks to them” (26, p.55).

The purpose of the study, according to the
Maryland Appellate Court, was to compare the ef-
ficacy of the abatement with blood levels of lead.
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Parents of Myron Higgins, in group two, also sued,
claiming that landlords had received a grant for
moving a family with young children into a home
that had lead hazards. They charged that their child
was healthy when they moved in on June 8, 1994.
The Higgins family claimed that Kennedy Krieger
investigators discovered lead hazards in their
home, yet failed to warn them of the danger in a
timely way. They also charged that the informed
consent was deficient, failing to inform them ap-
propriately of the risks, goals and purposes of the
study. Finally, they claimed that the study failed
otherwise to prevent the children from being ex-
posed to lead, thus either poisoning the children or
putting them at risk of lead poisoning.

KKI was sued for negligence by these parents
on behalf of their children. To prove negligence in
this case, the parents had to show (@) that the in-
vestigators had a duty of care toward the plaintiff,
(b) that this duty was breached, and (c) that, as a
result, there was an injury or loss. Kennedy
Krieger lawyers charged that, as a matter of law, it
had no duty of care to the human subjects on the
facts alleged by the plaintiffs, and so moved for
summary judgment. Even if the children were in-
jured or exposed to risks, KKI lawyers had argued
in alower court, it was not their responsibility to
protect the children in the study from unreasonable
harm or delays in complete and prompt reporting
of potential hazards. The lower trial court agreed
with KKI and dismissed the parents’ claim, but the
decision was appealed on the grounds that there
could be a duty of care. The Maryland Court of
Appeals reversed the trial court’s ruling, stating
that the trial court had acted wrongly to grant sum-
mary judgment in favor of KKI, because the facts
of the case might show that investigators have a
duty of care. The court went on to condemn the
study, its informed consent document, and the IRB
that approved it (22—24).

According to the Grimes court, the informed
consent document stated, “We would provide you
with specific blood level results. We would contact
you to discuss a summary of the house test results
and steps that you could take to reduce the risk of
exposure’ (22, 24). In addition, the consent form
failed to state that the study’s purpose was to mea-
sure the success of the abatement programs by
measuring the degree to which the children got
lead poisoning, correlating this with the degree of
cleanup. Despite the KKI investigators and
lawyers arguments, the Maryland Court of Ap-
peals found the study to be non-therapeutic. The
court was highly critical of the requirement that
landlords place children at risk in order to get
grants: “The project required that small children be
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present in the houses. To facilitate that purpose, the
landlords agreeing to permit their properties to be
included in the studies were encouraged, if not re-
quired, to rent the properties to tenants who had
young children.” The Grimes court concluded that
it cannot be in the best interest of a child to be
placed at risk in a non-therapeutic study. Specifi-
cally, the court stated that “it is not in the best in-
terest of a specific child, in a non-therapeutic re-
search project, to be placed in a research environ-
ment which might possibly [be], or proves to be,
hazardous to the health of the child.

Initially, the Grimes decision sent shock waves
through the pediatric community, because it
seemed as if the Grimes ruling held that a non-
therapeutic or no-benefit study that carried any
risk could not be done (24). This was widely seen
as an untenable position, since many important
studies, as we noted, are not directly beneficial and
carry low risk. But the court later qualified that
they meant non-therapeutic studies having more
than a minimal risk could not be done (23). They
did not view being in an environment where chil-
dren might get lead poisoning to be a “condition.”
So the Grimes decision put parents and investiga-
tors on notice that, at least in the Maryland district,
they are constrained by the Best Interest Standard
(requiring that the best of the available options be
selected for legally incompetent persons). Grimes
ruled that Kennedy Krieger Institute may have
owed a duty to warn participants because a special
relationship seemed to exist between the parties,
because the consent form seemed to create a con-
tractual duty to give this information, because the
danger of lead poisoning was foreseeable and well
known to KKI, and because a federal regulation
exists creating such a duty.

KKI investigators strongly denied that they
had done anything wrong. The suit was eventually
settled out of court, so we will never know KKI’s
side of the story (25). The Grimes decision, how-
ever, has raised many questions, including: (a) Do
investigators and research entities have duties of
care to subjects, and if so, when? (b) Can parents
legally consent to placing their child in non-thera-
peutic studies with greater than a minimal risk of
harm? (c) What guidelines should exist for inform-
ing and notifying parents of children who are sub-
jects about the risks of harm, when doing so would
interfere with collecting good data? (d) What is the
acceptable level of risk for non-therapeutic (no
benefit) pediatric research studies, especially for
young children? (e) Is Grimes v. KKI compatible
with federal pediatric regulations? and (f) How
should other laws and standards, including the
Best Interests of the Child Standard, be reconciled
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with the federal research rules for children (24)?
“We have long stressed [that] the ‘best interest of
the child’ is the overriding concern of this court in
matters relating to children...” (22, 24). | have ar-
gued elsewhere that we should work to find a way
to reconcile the pediatric regulations and the “ best
interest of the child” standard stressed by T.D. v.
N.Y and the Grimes court (7, 8, 24).

Conclusion

The moral question at the heart of all pediatric
research is, how can advances be made to benefit
children in general while protecting the rights and
welfare of particular research subjects? Research
regulations are designed to help address this diffi-
cult problem. The U.S. federal pediatric guidelines
(5) have been in place for almost a generation, yet
key concepts are undefined or so poorly defined
that relatively wide and narrow interpretations
flourished unchecked until a few years ago. With
little direction or consequences, investigators and
institutions had little reason to question the author-
ity of their interpretations. Investigators at the
NICHD, for example, had been confident that they
could safely infuse insulin into children having the
“condition” of being at risk for obesity because
they had one obese parent.

This situation began to change severa years
ago. The Office of Human Research Protection, in
halting the NICHD’s obesity study and stating its
reasoning for all to see on the World Wide Web,
created a paradigm for others to use in evaluating
their own studies. Specifically, they stated that
subjects with one obese parent were healthy chil-
dren and did not have conditions, and that investi-
gators should view hyperglycemic and hyperinsu-
linemic clamp procedures as posing more than a
minor increase over minimal risk of harm (1). Such
determinations help clarify what the guidelines
mean and limit the plethora of interpretations that
have thrived for more than two decades. At the
same time, tragic, high-profile events such as the
deaths of Jessie Gelsinger and Ellen Roche risked
eroding public confidence in the standards used by
IRBs to protect subjects’ rights and welfare. Yet
even as the IRBs were being criticized, there was
more pressure on them to approve pediatric stud-
ies. Furthermore, the courts were beginning to con-
sider whether the research regulations were consis-
tent with the well-established best interests stan-
dard. Guardians cannot consent for studies that put
children at risk without direct and compensating
benefit. This standard is so engrained in the law
that the Grimes court made it clear that if the “best
interest of the child” standard is incompatible with
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the federal pediatric regulations and practices, then
the pediatric regulations and practices would have
to change, and if federal agencies do not clarify the
regulations, the courts will.
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