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CITI Topics

= Research Involving Minors (45 CFR 46 Subpart D)
= Research with Children (DL ZEAEEIHIEEISR)

s Research in Public Elemen
Schools (X527 1/ NV fs

tary and Secondary

HETTHST)



LI




| Any Patterns |
Here? |
- |




Children are
vulnerable subjects!



IRB’s responsibility

= An IRB/IEC should safeguard the rights,

safety, and well-being of all trial

subjects. Special attention should
be paid to trials that may include
vulnerable subjects. (ICH E6 GCP)
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Regulations (FHE#Z4)

= DHHS 45 CFR 46 Protection of Human Subjects

= Subpart A (the "Common Rule”): Basic HHS Policy
for Protection of Human Research Subjects

= Subpart D: Additional Protection for Children
Involved as Subjects in Research

= FERPA (Family Education Rights and Privacy Act)
= PPRA (Protection of Pupil Rights Amendment)




Subpart D

o i AT FHDHHSSEA TECE BRI T
» o H < BHF9E(exemptions)




Exemptions (%2 kR H . i15%)

1. Research conducted in established or
commonly accepted educational settings,
involving normal educational practices

2. Research about educational tests

3. Observations of children in public settings
when the researchers do not interact
with the subjects, such as observations of
internet behavior in public forums on non-
sensitive issues




Exemptions (%2 kR H . i15%)

4. Studies using existing data about children,
(a) if it is publicly available, or (b) if it is
recorded in such a way by the investigator
that the identity of the children cannot
be determined either directly or indirectly

5. Taste and food quality evaluations and
consumer acceptance studies, under some
clrcumstances

6. Studies conducted by federal departments or
agencies about government programs, such
as welfare programs
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1. Research involving interviews gJjft]
2. Research involving surveys zfi&:

3. Observation in which the researcher
participates in the activities observed
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Definitions

= Children
= Assent

= Permission
= Parent

= Guardian
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“Children”

= Children are persons who have not
attained the legal age for consent to
treatments or procedures involved in
the research.
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Gl

16



“"Emancipated Minors”
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Assent

= Assent means a child’s affirmative
agreement to participate in research.

EHENE S
= Failure to object should not be
construed as assent.
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The Belmont Report

= Respect for persons

= ...second, persons with diminished
autonomy are entitled to protection.

= ...The extent of protection afforded should
depend upon the risk of harm and the
likelihood of benefit.
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Minimal Risk {5 il [

= The probability and magnitude of harm or
discomfort anticipated in research are not
greater in and of themselves than
» those ordinarily encountered in daily life or

» during the performance of routine physical or
psychological examinations or tests.
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4 Research Categories

I. Research not involving
greater than minimal risk
(46.404)

III. Research involving greater
than minimal risk and no
prospect of direct benefit to
individual subjects, but likely to
vield generalizable
knowledge about the subject’s
disorder or condition (46.406)

II. Research involving greater
than minimal risk but
presenting the prospect of
direct benefit to the individual

subjects (46.405)

IV. Research not otherwise
approvable which presents an
opportunity to understand,
prevent, or alleviate a serious
problem affecting the health or
welfare of children (46.407)
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Category I

o A KR AR E g (minimal risk)
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Category II

il f A minimal risk, {HA7 50 Al e RS
B (prospect of direct benefit)
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Category III

= JEBEABYminimal risk H <75 4 FEFE IS G,
(HET R ER B BOIRRE, n g A2 B i
#41E%(generalizable knowledge)

o P ER 0 SR E e (minor increase over
minimal risk)
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Category IV
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JAMA 2004; 291:476-482

12

FH11GREEER L | Minimal risk | Minor increase | >Minor increase
LT NI ER

FRIRREM(10mL) | 152 (81%) |32 (17%) 2 (1%)

MRI (no sedation)| 90 (48%) 66 (35%) 17 (9%)
MATEZAREMY |83 (44%) 55 (29%) 36 (19%)
FHEES

R RS | 43 (23%) 81 (43%) 51 (27%)

2 J1EAHSE | 13 (7%) 56 (30%) 111 (59%)
(JEC-=%: 1/10000)

MR GBS |4 (2%) 30 (16%) 147 (78%)

{etER 5l 2E)
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Quantifying the Federal
Minimal Risk Standard

Implications for Pediatric Research
Without a Prospect of Direct Benefit

David Wendler, PhD
LLeah Belsky, AB

Kimberly M. Thompson, ScD

United States federal regulations
approve pediatric research that
direct” benefit only when the ris
[zekiel J. Emanuel, MD, PhD minimal. The federal regulations

JAMA 2005; 294:826-832
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U.I.lU

IRB,” 3 A H A
= Risk/benefit/325(1, 11, II, or IV)

s IS ACRER B A\ JeaT(permission) k2

G A & (assent) . B ke EE
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Benefit
Risk

Prospect of Direct
Benefit

No Prospect of

Direct Benefit

Minimal risk

o Parental permission
e Child’s assent

o Parental permission
e Child’s assent

Minor increase
over minimal risk

e Risk/benefit ratio
o Parental permission
e Child’s assent

o Knowledge

e Subject’s experience
o Parental permission
e Child’s assent

More than a minor
increase over
minimal risk

e Risk/benefit ratio
o Parental permission
e Child’s assent

R AHIRBI
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Child’s assent (

= IRBATZ & B e e 1 T RIS, = =X

46.408(a)(e))

ENERATES DTN LJ\@HK

s FLELTE T A] ggffrassent, 4]
s FERCOK/N (<7 years old)

-%ETwQW”E

- ﬁﬁﬁ ~F&Subpart

WS EE Rk, H 2 B 52 e mME—
Arh e FrAS[A = (waiver of

informed consent);Z FHREFRE

= When the IRB de

termines that assent is

required, it shall also determine whether and

how assent must

be documented.
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Rule of thumb

= <7: too young to assent

s / — 12: capable of assenting, but no
written documentation needed.

= >12: capable of full participation in the
consent process (i.e. giving assent and
documenting that decision in writing)

McGuire C and Chadwick GL. Protecting Study Volunteers in Research:
A Manual for Investigative Sites, 3rd ed. University of Rochester
37



Parental permission (46.408(b)(c)(d))

= {IESUbpart A5 A E R E(46.116)
EHANE A= 5 A(46.117) e

= Category I & II-one parent is sufficient

= Category III & IV-both parents must

give their permission unless one parent
IS deceased, unknown, incompetent, etc

= Waiver of permission (e.g. for neglected
or abused children)
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Child Advocate 5 #&
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= Children are vulnerable subjects.
= 45 CFR 46 Subpart D

= Parental permission vs. child’s assent
= Risk/benefit classification of research
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