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MERCK SHARP & DOHME (EUROPE) INC.
MRL - REGULATORY LIAISON EUROPE

Clos du Lynx 5 Lynx Binnenhof

Bruxelles 1200 Brussels
TELEFAX MESSAGE
TO: Prof. Rolf BASS LOC: EMEA, London
FAX: 44-171-418-8420
FROM: Dr.Bea LORAN LOC: Brussels
Tel. 32.2.776.65.39
Conny VANZEIR

Tel. 32-2-776.65.66
Fax. 32-2-776.63.69

Date: March 22, 2000 # of Pages to Follow: 2
SUBJECT: Merck Sharp & Dohme/MRL Comments on CPMP/ICH/2711/99, Step

2 Draft Consensus Guldelioe, “Note for Guidance on Clinical Investigation of Medicinal
Products in the Pediatric Population” '

Dear Professor Bass,

Please find attached the comments from the MSD/MRL Pediatric Task Force.

Sincercly, M - @1 c

Zea [ £ H’kfﬁ

Bea Loran
Director, Regulatory Affairs

Europe
- I

EOD-1D23 G

If you do not receive all pages please call our office +32 2 776 65 00
This telefax contains confidential information belonging to Merck & Co. Inc.
If you are not the intended recipient, any disclosure, copying or use of this telefax
is strictly prohibited and you should immediately notify the sender to arrange for
return of the documents.
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Merck Research Laboratories (MRL) Comments
on CPMP/ICH/2711/99
ICH Topic E11
Ctlinical Investigation of Medicinal Products Iin the
Pediatric Population, Step 2 Draft Consensus Guideline

Comment # 1

Page 8

2.3.1 Pharmacokinetle (PK) studles

(MRL strongly urges this comment be adopted) :

MRL recommoends that the word "bloequivalence* (BE) be changed to
"relative bioavailability.” (BA) Some usseful and acceptable pediatric
formulations may not achieve BE but If the relative BA were known, useful
recommendations could be included in labeling to guide dosing of pediatric
formulation in children.

Comment # 2

Page 11

2.3.1 Pharmacokinetlc studies
Practical Considerations

MRL suggests deleting the reference to “population PK" In the last major and
first subbullet. A group of 5-8 children in a PK study gannot approximate a
population. MRL suggests changing the second subbullet to "optimal
sampling theory" (le., not population PK), although it should be noted (at the
and of the saction) that the utility of this approach assumes that kids are like
adults (which will obviously not always be true and Is the reason for the study
In the first place).

Comment # 3
Page 13
2.3.3 Safety

MRL suggests that the phrase "medicinal products to be uaed chronically” be
deleted from the parenthetical list of products warrantjng evaluation with
respect to growth and development, and that a naw sgntence be Inserted after
the parenthesis to read :
“In general, any medicinal product to be used chranically should also be
evaluated.”

The paragraph then reads :

"Depending upon the nature of the compound, (eg hormones, growth factors,
or medicinal products with pre-ofinical data suggesting effects on growth ; or
medicinal products with central nervous system effects) special consideration
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) should be given _..... on shott and long term growth and devslopment. In
general, any medicinal product to be used chronicalty should also be
evaluated.

Comment # 4
Page 17

2.4.4 Children (2-11 years)

MRLU suggests specifying that the discussion on page 17 applies only to
medicinos with a scientific rationale to consider such as those categories

descnbed on page 13.

Comment # 5
2.4.4 Chlldran (2-11 yoars)

MRL suggests adding a reference in 2-11 year old seation whereby some of
the issues outlined under the “adolescents" section are also consldered in the
older cohort of the 2-11 aga-group. For example, clgarette use should be
considared In older childran and adolescents.
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