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RE: Docket No. OON-0074 
Interim Rule: Additional Safeguards for Childr 
Regulated Products [66 FR 20589, April 24,200 

Merck & Co., Inc, is a leading worldwide, human 1 
Laboratories (MRL), Merck’s research division, is 
research organizations. 

In the course of bringing our product candidates th 
trials, especially in recent years which have seen gr 
special needs of the pediatric population, Merck SC 
affected by this proposal. Indeed, we have comple 
resulted in revised product labeling to include spec 
such programs are underway. In addition, we are a 
pediatric vaccines in the world, and have conductec 
vaccines for prevention of measles, mumps, rubelk 
haemophilus injluenzae B. Therefore, we are not a 
comment on this FDA interim rule to provide addir 
clinical investigations of FDA-regulated products. 

As stated in the preamble to the interim rule, the ru 
into compliance with the provisions of the Children 
that, within 6 months of its enactment, all research 
supported, or regulated by the Department of Healt 
with HHS regulations providing additional protectj 
research. Specifically, Title XXVII of the Children 
of Health and Human Services to “require that all I 
conducted, supported, or regulated by the Departm 
compliance with Subpart D of Part 46 of Title 45, ( 

Assurance that children in clinical trials are affords 
essential to pediatric research. MRL supports the I 
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in Clinical Investigations of FDA- 

lth product company. Merck Research 
e of the leading U.S. biomedical 

tgh developmental testing and clinical 
ter emphasis on and awareness of the 
ltists are regularly involved in issues 
! a number of pediatric programs that 
: pediatric information while yet other 
mg the foremost manufacturers of 
:search that has led to the approval of 
aricella, hepatitis A, hepatitis B, and 
J interested but we are well qualified to 
Ial safeguards for children enrolled in 

is “intended to bring FDA regulations 
Health Act of 2000. . . which requires 
irolving children that is conducted, 
ind Human Services, be in compliance 
s for children involved as subjects in 
Health Act of 2000 directs the Secretary 
:arch involving children that is 
: of Health and Human Services be in 
de of Federal Regulations.” 

additional safeguards and protections is 
ulatory provisions of this interim rule 
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and believes that it will promote adherence to prin 
to pediatric research subjects. We are pleased to o 
support of this rule. 

In Section I of this letter, we are providing recomr 
specifically solicited comments, including ,definiti~ 
appropriate explanations of the therapy/interventic 

In Section II of this letter, we are providing gener; 
l the role of IRE!s in the selection of advocates f 
l alternatives to public review and comment to s 

an IRB not to meet their requirements for IRB 
l a mechanism to address the issue of “sign&a 

Pediatric Rule versus “minimal risk” and “min 
interim rule. 

I. Specific Comments 

FDA specifically solicited comments on a number 
rule. These included, among others: 

1. The proposed definition of “guardian” at 2 1 CF 

FDA’s proposed definition at 21 CFR 50.3(s) s1 
is authorized under applicable State or local la 
medical care when general medical care inclua 
of Subpart D of this part, a guardian also mean 
consent on behalf gf a child to participate in re. 

In 45 CFR 46.402(e) “guardian” is defined as “ 
applicable State or local law to consent on behr 
Note that it does not include the language under 

In its preamble to the interim rule, FDA explair 
definition at 45 CFR 46.402(e) “because of con 
consent to general medical care may not extend 
points out that in its regulations at Section 50.31 
46.102(c), the term “legally authorized represer 
or other body authorized under applicable law t 
to the subject’s participation in the procedures i 

L in Clinical Investigations of FDA- 

les that are important in minimizing risk 
t- comments and recommendations in 

ldations on issues for which FDA 
of terminology, and provision of age- 

o be provided. 

2mments on: 
wards of the State, 
w studies to proceed that were judged by 
?roval, and 
risk,” as used in FDA’s December, 1998 
increase over minimal risk” in the 

topics in the preamble to the interim 

50.3(s): 

s: “Guardian means an individual who 
o consent on behalf of a child to general 
Tarticipation in research. For purposes 
n individual who is authorized to 
rch. ” [Emphasis added] 

individual who is authorized under 
of a child to general medical care. ” 
ed above. 

lat it added language to the existing 
n that, in some cases, authorization to 
consent to participate in research.” FDA 
md HIIS’s regulations at 45 CFR 
ive” is used for “an individual or judicial 
onsent on behalf of a prospective subject 
)lved in the research.” FDA states that 
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it’s definition of the term “guardian” is “intendc 
individual authorized to consent to a child’s par 

Comment: FDA’s concern that general rnt 
presumably refers to the existence of differ 
permission allowing children to participate 
which this interim rule is based, IRBs have 
assuring that HHS sponsored or conducted 
Federal, State, and local legal standards rel 
revised definition of guardian is deemed n 
while no change is proposed for the existin 

In addition, when HHS sponsored research 
conflicting definitions of guardian in FDA 
which definition applies in’ these instances. 

Recommendation: The definition provide 
the same definition of guardian that appea 

2. Whether “further definition” of “minor increase 

Comment: While “minimal risk” is define 
to find any regulatory definition of the tern 
risk” in either the interim rule or in 45 CFI 

Recommendation: Clarification of the ter 
risk” should be provided. Because risk is r 
examples of some clinical investigations tl 
represent a minor increase over minimal ri: 
useful. This is particularly important to n 
varying standards across the spectrum of II 

.3. Conducting placebo-controlled trials in children 

Section 50.52 addresses “Clinical Investigations ir 
but presenting the prospect of direct benefit to ind: 
the belief that clinical investigations involving pla 
conducted in accord with Section 50.52. FDA inv 
conducting placebo-controlled trials in children. 

(‘I i 

L in Clinical Investigations of FDA- 

o clarify that a guardian must be an 
ipation in research.” 

;a1 care may not always include research 
; State and local requirements for legal 
research. Under the HI-IS regulations on 
:en and continue to be responsible for 
tdies involving children comply with 
ling permission. It is unclear why a 
ssary in the parallel FDA regulation 
definition in the I-IHS regulation. 

also subject to FDA regulation, 
d HHS will lead to confusion as to 

within 21 CFR 50.3(s) should be 
t 45 CFR 46.402(e). 

Ier minimal risk” should be provided. 

n regulations, we were unable 
ninor increase over minimal 
art 46. 

“minor increase over minimal 
tive to a number of factors, 
would be considered to 
n various situations would be 
imize application of widely 
5. 

lving greater than minimal risk 
lual subjects.” FDA expressed 
10s in children may be 
1 comment on the issue of 
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Comment: Merck supports the use of pla 
children under certain circumstances and i 
may be conducted in accord with the term; 
and a number of drug trials for certain non 
conditions may require use of placebo des 
provide a medical benefit. Specific circun 
between the sponsor and the Food and Dn 
study basis. This position is consistent wi 
Academy of Pediatrics on ethical conduct 
Specifically, the guideline notes that resea 
ethically permissible when they provide g( 
respect to the determination of benefits anI 
should be “construed broadly.” The guide1 
the role of placebo and untreated observatj 
involving children. 

4. How to ensure that age-appropriate explanation 
assent are provided to children. 

Comment: It is likely to be difficult to ey1 
age-appropriate explanations are provided 
is sought for participation in research. Sect 
“determine that adequate provisions are rn, 
children when in the judgment of the IRB 
providing assent.” Clearly, in order to ma 
adequacy of the provisions for soliciting a: 
with successful techniques for cornrnunica 
interventions to children at various ages. 

Recommendation: FDA should encourag 
techniques for securing the assent of pedia 

II. General Comments 
1. The text of proposed Section 50.56 (“Wards”) 

appointment of an advocate for each child who 

’ Committee on Drugs, American Academy of Pediatrics, ‘I 
Evaluate Drugs in Pediatric Populations (RE9503), Pediatric 
(http//www.aap.org/policy/OO655.htrnl). 

L in Clinical Investigations of FDA- 

I-controls in clinical trials in 
:s with FDA that such studies 
Section 50.52. Certain vaccines 
: threatening medical 
in which the placebo does not 

rices should be evaluated 
.dministration on a study-by- 
le guidelines of the American 
tudies in children.’ 
studies may be considered 
alizable knowledge and, with 
Iks of research, that the benefits 
also provides a discussion of 
1 control groups is studies 

)r the purpose of obtaining 

? for all clinical studies that 
111 children from whom assent 
50.55(a) requires the IF3 to 
for soliciting the assent of the 
:hildren are capable of 
determination about the 
t, the IRE3 must be familiar 
information about medical 

: study and publication of 
patients. 

:s that “the IRB must require 
ward.” [Emphasis added] However, 

lelines for the Ethical Conduct of Studies to 
i (2), Feb. 1995, pp 286-294 
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section II (I) of the preamble to the 
in Clinical Investigations? “1 states 
who is a ward, in addition to any other i 
guardian or in loco parentis.” [Emphasis 

Wards of the State Ever Be Included 
t appoint an advocate for each child 

ting on behalf of the child as a 

Comment: The text of the pr rule goes beyond the 
meaning of 21 CFR 50.56 in that it specific at an IRE3 appoint an 
advocate, and that the IRE!-appointed advoc will essentially duplicate the 
role of an advocate who may already have n appointed by the State or any 
other agency, institution, or entity. 

Recommendation: The role of the IRB s 
an advocate who meets the requirements 
This need not be the same individual appo 
guardian or in locoparentis. The IRB sh 
selection of the advocate presented for co 
individual to be unsuitable. 

be to review and confirm that 
ion 50.56 has been appointed. 
by the State to serve as a 

mpowered to reject the 
on if the IRE3 believes that 

2. Section 50.54 addresses a process for FDA revi agreement to allow a study to 
proceed that an IRB has determined does not e requirements for IRB approval. It 
mirrors almost exactly the provision at 45 CFR 407, which makes provision to allow 
HHS supported or conducted research to be r ermitted when an IRl3 has 
found that such a study does not meet the requi ents for IRE3 approval. Under Section 
46.407, approval for HHS to conduct or fund a y may be made by the Secretary after 
consultation with experts and opportunity for p c comment. Similarly, Section 50.54 
provides for the Commissioner of FDA to al10 proceed that was considered 
not to be in accord with requirements for IRB ough a similar process 
including consultation with experts and an op for public review and comment. 

The requirement for public review and commen roposed in Section 50.54 does not 
recognize that research conducted or sponsored e pharmaceutical industry, unlike 
Federally sponsored or conducted research, ge y raises issues of commercial 
confidentiality. For Federally conducted or spo ed research, the requirement for public 
review and comment does not require the resear o give up any right to protection of 
information in order to secure the Secretary’s contrast, the requirement for 
public review and comment of privately spo al trials requires sponsors to 
choose between public disclosure of ial information or abandonment 
or revision of the program. Relinqui right to confidentiality in exchange 
for the review may have the effect of discouragi ediatric studies in some instances. 
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Recommendation: Merck acknowledges t 
studies in these instances. However, the ret 
comment of study proposals from private ir 
should be reconsidered in view of the comn 
clinical drug development studies. A closer 
which the committee may be supplemented 
appropriate should permit full consideratior 
protection of children without breaching the 
commercial confidential information. Close 
discuss proprietary clinical design issues ar 
and Related Biological Products Advisory ( 
advisory committees. 

3. The new additions to 21 CFR 50 Subpart D (Set 
determine the level of risk involved in studies in 
can only “approve” studies that either do not inv 
50.5 1); studies that involve greater than minima 
subjects (Section 50.52); or studies that involve 
benefit to the subject, but that contribute to gene 
a minor increase over minimal risk (Section 50.: 

The background information in the preamble to i 
1998 Pediatric Rule in which FDA argued that ‘ 
information for these drug and biological produc 
children but lack adequate labeling] posed signif 

Recommendation: FDA should clarify ho 
the use of ma&e ted (but unlabeled) product 
December, 1998 Pediatric Rule relates to th’ 
increase over minimal risk” which IRBs mu 
research proposals for pediatric drug develo 
rule should recognize that risk is relative to 
degree of risk to determine whether a study 
study basis. 

Summary 
The assurance of safeguards for children in clinical tr 
of human subject protection for a vulnerable populs iti 

n in Clinical Investigations of FDA- 

: need for independent review of 
irement for public review and 
ustry under Section 50.54 
rcial confidential nature of 
4dvisor-y Committee meeting in 
rith invited guests as deemed 
If the issues and assure full 
;ponsor’s right to protection of 
sessions of this nature to 

already held by the Vaccines 
;mmittee and other FDA 

bns 50.50 through 50.56) require IRBs to 
jlving children. Under the rule, IRBs 
be “greater than minimal risk” (Section 
isk and provide direct benefit to the 
eater than minimal risk and provide no 
lizable knowledge where the risk is only 

? interim rule refers to FDA’s December 
K te absence of pediatric labeling 

arketed products that could be used in 
for children.” [Emphasis added] 

s concept of “significant risk” posed by 
clinical practice, as described in the 
ncepts of “minimal risk” and “minor 
se as the benchmark in evaluating 
nt under the interim rule. The final 

ber of factors. Assessment of the 
proceed must be done on a study-by- 

1s is an important and essential element 
. In general, MIU believes the 

regulatory provisions of 2 1 CFR 50, Subpart D will vi& additional assurance of adherence 
to important principles that will further minimize ris o pediatric research subjects. We have 
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made certain recommendations that we believe wil 
industry sponsored clinical trials of pharmaceutics: 
regarding the definition of guardian and minor inc 
to encourage the study and publication of techniqu 
research to children to obtain assent; the role of IR 
State; and consideration of alternatives to public re 
proceed that were judged by an IRB not to meet th 

We welcome the opportunity to comment on this ii 
you to discuss these issues. 

Bonnie J. Goldmann, MD Hem-i 
Vice President, Regulatory Affairs Vice 1 
Domestic Vacci 

L in Clinical Investigations of FDA- 

nprove this regulation as it applies to 
These include: recommendations 
Be over minimal risk, a recommendation 
to ensure age appropriate explanations of 
in evaluating advocates for Wards of the 
:w and comment to allow studies to 
requirements for IRB approval. 

rim rule and, if appropriate, to meet with 

a N. Ukwu, MD, FACS 
sident, Worldwide Regulatory Affairs 
s/Biologics 


