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— “off label” medication use with risk
efficacy and increased toxicity
e Economic incentives (NIH, FDA) have
increased number of childreninclinical r
e “Pratectiveinclusion” hasfocused new att
— adequacy of existing regulatory framework for
protecting children in research
— FDA adopting Subpart D protectionsin April 2001)

2/23/2003

U.S. System of\Protection

o |ndependent scientific & ethi
— Additional safeguards for vulnerabl
e VVoluntary and informed consent
— Parental permission and childassent

e Responsible and Competent Investigatd(s

2/23/2003
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understanding of the proper scoRe 0
parental authority and responsibil
in balancing a child’ s protection
from and exposure to risk.

2/23/2003
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parental permission to enroll achild
morally justified?

MMoral intuition: Research should reflect™s p:
everyday decisions about risk and benefit
non-research settings.

e Why isit important whether an intervention or
procedure offers the prospect of direct benefit?

MThe moral authority of aparent to expose a childto
risk is based on the judgment that the interventio
or procedure may be inthechild' s* best interest .”

smi

2/23/2003

IRB Review of jiatric Research

® Risks arereasonable in relation to as{{cipated benefits,
if any, to subjects and importance of K
reasonably be expected to result
45CFR846.
e Additional Safeguards for Children
— Redtricts allowable risk exposurefor research\aot
offering the prospect of direct benefit
“minimal risk” (45CFR§46.404; 21CFR8§50.51)
“minor increase over minimal risk” (846.406; 850%3)
— Redtricts justification of risk exposure for research\that
offers prospect of direct benefit
“equipoise” (45CFR§46.405; 21CFR850.52)

2/23/2003
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e Interventionsnot offering
benefit & restriction on allow:
— “minimal risk” (45CFR8§46.404; 21CFR850»
— “minor increase over minimal risk” (846.406;
e |nterventions offering prospect of dir
& restriction on justification of risk exposyre
— “equipoise” (45CFR§46.405; 21CFR§50.52)
e | nterventionsnot approvabl e under the abov!
— “reasonable opportunity” (45CFR846.407; 21CFR850.
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to children is presented, [may involve
assubjects] only if the IRB finds[and
documents] that adequate provisions are
for soliciting the assent of the children and the
permission of their parents or guardians”

2/23/2003 45CFR§46.404; 21CFR§50.51

Definition of Minimal Risk

“the probability and magnitude o
psychological] harm or discomfort
theresearch are not greater inand of t
than those ordinaril
daily life or during the performance of roune
physical or psychologica examinationsor t
[of healthy children].”

2/23/2003 45CFR§46.102i; 21CFRE50.3k; 21CFR§56.102i
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parents may permit in similar non-research
o Parents make decisions everyday that may in
exposing achildtorisk. If theresearchrisksar
similar to therisks of everyday life, parents may
properly permit achild to be exposed to these risk
even in the absence of the prospect of direct benefit

2/23/2003 The National Commission (1977)

— the research does not expose them to mor!
risks without the potential for direct benefit:

® Minimal risk iscommonly defined as
— if potential subjects can reasonably be expected toxegard
the probability and magnitude of possible harmsimplied by
participation in the research to be no greater than tho.

encountered by the subject in those aspects of hisor h
everyday lifethat relate to the research (Section C1)

2/23/2003 Tri-Council Policy Statement - Canada (August 1998)

NHRPAC Children’s

“We interpret ...minimal risk t
of risk associated with the daily
normal, hedlthy, average child....
Conceptualy, the minimal risk standar
definesapermissiblelevel of riskinr
asthat level of [socialy alowabl€] risk which
parents generally permit their childrento be
exposed to in non-research situations”’

rkgroup Report

2/23/2003 Report to NHRPAC from Children's Workgroup, 0501-2002
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e Combines both descriptive an
judgments (“socialy alowable’

only tests and/or procedures actually \sed
e [ndex to “normal, healthy, average chily’

2/23/2003 Report to NHRPAC from Children's Workgroup, 0501-2002

Categoriesef Research

& restriction on justification of risk exposyre
— “equipoise” (45CFR§46.405; 21CFR850.52)

e Interventions not approvable under the abov
— “reasonable opportunity” (45CFR846.407; 21CFR850.54

2/23/2003

Minor increasesver minimal risk

risk; no prospect of direct ben

v’aminor increase over minimal risk

v experiences reasonably commensurateWwjth
actual or expected situation

v'yield generalizable knowledge of vital
importance for understanding or amelioratiol
of disorder or condition

e Adequate provisionsfor child assent &
parental permission

2/23/2003 45CFR§46.406; 21CFR§50.53; CIOMS Guideline 9
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« poses no significant threat to child's health or
« presents experiencesfamiliar to the child

o CIOMS Guideline 9: “risk attached to routinem
or psychological examination of such persons”

e By removing index, current US regulations undercu
the moral justification of §6.404 and §46.406

2/23/2003

March 6, 2003

Relation of and Condition

e “Minima risk” research (8
— Not restricted to research on child’

— No stipulation of scientific importanct

e “Minor increase’ research (846.406; §850.53
— Must berelevant to child’s disorder or condi\jon

- “Vital importance” to child’ s condition

e If minimal risk indexed to experience of chi
with condition, that child may be exposed to
grester risk in research unrelated to condition

2/23/2003 Also CIOMS Guideline9

NHRPAC Children’s\Workgroup Report

]

“...aminor increase over minimal should [pose

experienced in the lives of children with a speciNc
disorder or condition. ...Commensurability is
important to alow the child and parentsto have a
basis upon which to make thoughtful judgments
about assent and permission.”

2/23/2003 Report to NHRPAC from Children's Workgroup, 0501-2002
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compromised...environment, institutionalization,
having a genetic predisposition...are... disorders
conditions of children that can, under the appropriat
circumstances, warrant permissible research.”

2/23/2003 Report to NHRPAC from Children's Workgroup, 0501-2002

e Foreseeable risks are low (850.5
e Negativeimpact on well-being mini
e Trial not prohibited by law

e |RB/IEC written approval

e Absent justified exception, subjects should have
relevant disease or condition (850.537)

e Subjects closely monitored and withdrawn if
unduly distressed

2/23/2003 ICH E6 (§4.8.14)

subject should be no more likely and not gr
therisk attached to routine medical or psychol
examination of such persons. Slight or minor inC
above such risk may be permitted when thereis an
overriding scientific or medical rationale for such
increases and when an ethical review committee has
approved them.”

2/23/2003 CIOMS Guideline 9 (2002)
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routine medical or psychological examination of
for condition or clinical circumstances under investi
3) objective of research sufficiently important to justif
exposure of the subjects to the increased risk; and
4) interventions reasonably commensurate with clinical
interventions subjects have or may be expected to experi
in relation to condition under investigation.

2/23/2003 Commentary on CIOMS Guideline 9

March 6, 2003

Categoriesef Research

& restriction on justification of risk exposyre
— “equipoise” (45CFR§46.405; 21CFR850.52)

e Interventions not approvable under the abov
— “reasonable opportunity” (45CFR846.407; 21CFR850.54

2/23/2003

e A child should not be disadvantaged by
study. A parent’ s decision to enroll achil
should be similar to adecision to permit exp
risks and benefits of any non-research aternative.

e The general reguirement is eguipoise
— Risks must be justified by anticipated benefits (for

each arm of the study)

— Risk/benefit relationship should be as favorable
available (research andnon-research) aternatives

2/23/2003
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“Clinical [research] equipoise
uncertainty on the part of the ex
community about the comparativet
merits of each arm of aclinical trial.T
of clinical equipoise providesaclear mol
foundation to the requirement that the h
care of subjects not be disadvantaged by
research participation.”

S agenuine
edical

2/23/2003 Tri-Council Policy Statement (August, 1998)
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Why is the prospect of benefit
modified by the term*direct”?

e The prospect of benefit ...

— should apply to the
or not the knowledge gained benefi
children and/or society)

— ideally should not depend on other ever{s
outside of the study (i.e., participation in
study should be causally sufficient)

2/23/2003

Only if the IRB finds [and docu

e Riskjustified by benefit

e Relation of benefit to risk at least asfavyable
as available aternatives

e Adequate provisionsfor assent and permisspn

May require research designs that minimizeri
such as randomized withdrawal

2/23/2003 45CFR§46.405; 21CFR§50.52
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Why use the S “intervention or

offered by other interventions or pro
included in the research study.

e Thus, theanalysis of research risks should
procedure-specific. Each component of the
research study should beanalyzed separately.

2/23/2003
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Categoriesef Research

& restriction on justification of risk exposyre
— “equipoise” (45CFR§46.405; 21CFR850.52)

e Interventions not approvable under the abov
— “reasonable opportunity” (45CFR846.407; 21CFR850.54

2/23/2003

Not otherwise~approvable

o |RB: Reasonable opportunity to undw
alleviate serious problem affecting h
children; and

gtand, prevent, or

of children
v conducted in accord with sound ethical principleg
v adequate provisions for assent and permission

2/23/2003 45CFR§46.407; 21CFR§50.54

10
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e Voluntary and informed consent
— Parental permissionand childassent

e Responsible and Competent Investigatrs

2/23/2003

of hisor her child (i.e., beneficence
e Child Assent (not as aright, but a

— A parent should nurturethe moral growt!
and devel oping autonomy of hisor her chd

Nationa Commission (1977)

2/23/2003 National Commission, Report on Research Involving Children (1977)

Adequate Provisieqs for Assent

e Information
— “thereasonable volunteer” (child)
e Comprehension (“respect for person
— opportunity to choose to extent capable
— seeking permission to protect from harm
e Voluntariness
— conditions free of coercion and undue influenc

2/23/2003 The Belmont Report (1979)

11
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e Coercion
— intentional overt threat of harm (uni tional ? covert?)
o Undueinfluence (e.g., money)
— excessive, unwarranted, inappropriate or i
or other overture
— acceptable inducements may become undueinfl
subject is especially vulnerable
e Examples
— impact of personswith authority or influence
— controlling influence of acloserelative (e.g., parents)
— threatening to withdraw health services

2/23/2003 The Belmont Report (1979)

March 6, 2003

— Merefailure to object should not be const
e Assent may be waived if...
— achild isnot capable (age, maturity, and psychol
— prospect of direct benefit not available outside of r
— research involves no more than minimal risk
o |f honoring assent shows respect, it should only bx
waived (absent direct benefit) if child cannot appr
being used for another’' s purpose

2/23/2003 45CFR§46.408; 21CFR§50.55

What is the purpese of parental
permission, and can i waived?

® Purpose: assessment of appropriate ri
® Permission may be waived if...
— research involves no more than minimal risk, or
— if permission is not areasonable requirement to pN\ytect
achild and an appropriate mechanism for protecting\the
child is substituted
e Doesthis second category apply to FDA -regulat
pharmacological research? No.

2/23/2003 45CFR§46.408c; 21CFR850.55

12
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o Respect links parental permi
and child assent (acknowledg
e Require assent if capable; honor di
e Commensurability (for assent, not ri
v knowledgeable decision based on familiarit
v participation closer to child’ s ordinary experi
o Research without benefit should preferenti
involve children who can (and do) assent

jon (protection)

2/23/2003
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ICHE-6 (a

® “Special attention” (3.1.1)

— No specification of the nature o
attention.

e Parental permission (i.e.,, LAR) (4.85)
- “fully inform... thesubject's” LAR
e Child assent (4.8.12)

—“...tothe extent compatible with the
subject’s understanding”

2/23/2003 Step Four, May 1996

— Parent or LAR of each child hasgiven p

— Child' s assent obtained to extent of capabilit

— Child' srefusal to participate or continue alw
respected, unless...

« child needs treatment not available outside research

« investigational intervention shows promise of therapeu\ic
benefit, and

« thereisno acceptable alternative therapy

2/23/2003 CIOMS Guideline 14 (2002)

13
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e Voluntary and informed consent
— Parental permissionand childassent

e Responsible and Competent Investigatrs

2/23/2003

The Responsible Investigator

e Appropriatepediatric expertl
e Committed to thewell-being of t

— “In medical research on human subjects, ..>
well-being of the human subject should take
precedence over the interests of science an
society.” Declaration of Helsinki, paragraph X,

e Conflictsof Interest

— No significant financia conflict of interest

— Ingtitutional environment that mitigates nor-
financial conflict of interest

ild

2/23/2003

Sufficient Pedratfic Expertise

> SpOI’lSOI’
« Appropriate protocol design to minimize
> Ingtitutiona Review/Ethics Board
» Knowledge of pediatric ethical, clinical, psycho
» Consider risks from child s perspective
« Familiar with research designs that minimize risk

> Investigator

« Trained and experienced in studying children, including
evaluation and management of AEs

2/23/2003 E-11 Clinical Investigation of Medicinal Productsin the Pediatric Population

14
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answer the question: What areth

under which it ismordly justified

enroll hisor her child in aresearch stusy?
o If no direct benefit?

— Risk no greater than child’s“ordinary” life
o |f direct benefit?

— Risk comparable to child’s available aternatives
o Otherwise, public discussion

2/23/2003

March 6, 2003
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