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EFPJA COMMENTS ON THE ICH EUl STEP 2 GUIDELINE : “CLINICAL
INVESTIGATION OF MEDICIN ODUCTS IN C POPULATION”

GENERAL COMMENTS

EFPIA considers that the structure of the guideline is straightforward and the topics are easy to find
and to consult. The topics presentaton is well-balanced. The content is adequate to provide a guidance
for those who develop producrs for paediatric patients, although not too detailed. It helps minimising
the exposure in paediatic patients. It helps idenufying the pre-clinical and clinical studies needed for
registration.

EFPTA would like to address the following general comments on the ICH E11 Step 2 guideline :

e EFPIA considers that paediamc formulations may need to be developed. However, when adults
comprise the major patient population such that paediatric data are not immediately available, the
possibilittes for expanding treatment use of the product in children should be explored.

* Extrapolation of non-clinical and clinical adult safety data to paediatrics would be easier if smandard
paediamic weights or skin surface areas were provided for each category.

* Therc is no specific mendon in the document of studies in healthy paediatic subjects. Such studies
are happening. both in response to regulatory authorities requesting restrictions thar would make
patient paediamic studies impractical, and in response to internal project teams wishing to ensure
that the maximum paediatmic darta is obtained in the minimum time.

SPECIFIC COMMENTS
1. INTRODUCTION

14 General principles

We suggest adding the following statement at the end of this section : “Thus, at specified points during
the development of a new medianal product, it may be approprdate for companices to discuss with
regulatory authonities the data needed to support paediatic labelling. This is particularly important
when the product is likely w0 be commonly used in paediatric patients, for diseases predominantly or
exclusively affecung paediatric patients, if the product would provide 2 meaningful therapeutic benefit
to paediatric patents over exisung treatments, the product exhibits a very novel mechanism of action,
or the product 1s indicated for a very significant ot life-threatening illness.”

2 GUIDELINES

2.1 Igsues when Initiating 2 paediatric medicinal product development programme

Page 5, we propose to reword the first seatence as follows: “If the medicinal product is intended for
pediatric use, this use should be substantiated by appropriate dawz. ”

Page 6, § 1 : we suggest broadening the last sentence, or adding 1o st that “In particular any issues
associated with the development and maturity of the CNS, kidney, liver or lungs should be addressed.”
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2.2 Pacediatric formuiatons

Overall, this section is cather prescriptive and some “case by case” wording may be more appropriate.
Whilst it may be necessary to have different formulations with different concentatons available to
facilitate dosing and complrance in childeen, the need w develop a lacge number of formulations
and/or concentrations is likely to deter rather than encourage the conduct of paediatic development
programmes, and may even inroduce a greater potential for prescribing and dosing errors.

2.3  Tiocing of studies

23.2. Medi¢inal products intended to treat serious os life-threatening discases, occurring in
both aduks and paediatric patients, for which there are currently no or limited
therapecutc opuons

We suggest the following wording : “Research with a medicinal product that may potentally reverse
ore improve @ life-threatening condition, but also may have severe adverse effects may be done in
patients suffecing from the disease. However, the IRB should tharoughly review the protocol taking
into account the terminal status of study partiapants. The illness of subject a8 a srrong drver to take
any risk in order to gain access to a potentally life-saving treatment should be carefully considered in
the recruitment of those panents.”

2.3.2. Medicdnal products intended to treat other diseases and conditions

Page 8, sentence 5 : we sugpest amending to “...and the submission of paediatric daw would be

expected in the application whgnmg;pmgn;allx.pm_@"
24 Types of studies

Although the guideline requires proof of efficacy for medicinal products where extrapolation of adule
daw is impossible using pharmacokinetc modelling, for example medicinal products which exert their
acton topically such as inhaled corticosteroids, there is no reference to dose ranging studies in these
instances. With regard to dose ranging of topical medicinal products, measures 10 avoid unnecessary
clinical studies should be explored (eg stdy using a physicochemical model to evaluate drug
distribution and reference to ratio of adult/paediatric dose levels for a similar medicinal product which
has a paediatric ndicaton).

The second paragraph suggests that the extrapolation of efficacy dara from adults, in cermin specific
cases, may remove the need for efficacy studies : adequate informaton for paediamic use may be
obrained from pharmacokinetic studies together with safety or other studies.

Page 9, § 2 : we suggest that this paragraph be amended to include refecence to comparison of dose on
mg/m’ basis here as well a3 in Section 2.4.1. (sec comments below).

With regard to comparison of doses, Section 2.4.1. makes it clear that “dosing recornmendations for
most medicinal products used in the paediatric populaton are usually based on mg/kg up to 2
maximum adult dose”. It would therefore facilitate extrapolation of non-clinical and clinical adult
safety data to paediatrics if standard paediatric weights or skin sucface areas were provided for each of
the age ranges categorised in Sections 2.5.1.-2.5.5. We could therefore compare effects in animals or
humans in terms of exposure seen following doses of X mg/kg or X mg/m’.

We recognise that there is likely to be 2 lot of varability in these weights or sucface areas but would
suggest that, in each case, it should be possible to define 2 lower level (e.g. 50 kg adulr weight often
used in non-clinical safety assessments). Since use of a lower body weight or surface area would allow
the highest estimate of dose per mg or m* this would provide 2 more robust assessment of safety.

2
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Nowadays liquid chromatography mass spectromeuy (LCMS) would be the preferred choice of
analytical assay by most pharmaceutical pharmacokinetic laboratodes. Gas chromatography mass
spectromeny (GCMS) is an older technique. We suggest not quoting any specific analyrical techaique
here a5 whatever 18 quoted &5 kkely to become outdated fairly rapidly. Suggest deleting specific -
examples of techniques from Secton 2.4.1. first buller, and amending to “...use of more sensitive

analytical assays for parent drugs...”
24.1 Pharmacokinetics

We recommend that the word “bioequivalence” be changed to “relative bioavailability’”. Some useful
and acceptahle, paediaic formulatons mzy not achieve bioequivalence but if the relative bioavailability
were known, useful recommendations could be included in labelling to guide dosing of paediamic
formulation in children.

We suggest deleting the reference to “population pharmacokinetic” in the last major and first sub-
bullet. A group of 5-8 children in 2 pharmacolanctc study cannot approximate 2 population. We
suggest changing the second sub-bullet 0 “opumal sampling theory” (Le. not population
pharmacokinetic), although it should be noted (ar the end of the section) that the utlity of this
approach assumes that chilren are like adults (which will obvicusly not always be true and is the reason
for the study in the first place).

2.42 Effcacy

We suggest amending the fifth sentence to “Measurement of subjective symptoms such as pain

requires different assessment inswuments in patients of different ages beczuse of different levels of
comprehepsion and communication.”

As the ICH E10 guideline is still a draft, we suggest deleted the reference to it.

1

2.4.3 Safery

Further clarificaion of whether the following smtement : “In addition, the dynamic processes of
growth and development ... to determine possible effects on skeletal, behavioural, cognitive, sexual and
immune maturation and development.” applies to all medicinal products, or guidance on which types
of medicinal products are relevant, would be helpful.

25 Age classification of paediatric patients

Since any classification by age is arbiwary and a flexible approach is nceded to assure that swdies
reflect current knowledge of paediatric pharmacology, this opportunity should be taken to harmonise
the age range 16-18 to avoid the need for reanalysis for different regions e.g. tabulatons of poocled data
are repeated in order to reclassify the same 17 year old padent as either “adult” or “adolescent”
depending on which regulatory agency the summary is required for. This harmonisetion need not
impact clinical tials at the protocol level since national differences in definition of “adolescence” and
“legal consent” will persist; but harmonisation of the' clinical database for global programmes at the
wme of marketing application preparation would be benefiqal.

We also suggest use of “less than" symbols (i.e. <) in the lst of catcgorisations instead of the reference
o “completed days, months or years” as this has the porential to lead to confusion and error. The
draft guideline should be amended to:

¢ Pre-term newbom infants

¢ Term newbom infants (0 to <28 days)

* Infanm and toddlers (28 days 1o < 24 months)
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*  Children (2 years to < 12 years)
¢ Adolescents (12 years to < 16-18 years)

We strongly agree with the statement that “Dividing the paediatric population into too many small age
groups might needlessly increase the number of patients required” so we suggest that it is made clear
thar this categorisation applies 1o the overall clinical programme population and does nor restrict the
selection of age ranges for individual smdies.

254 Children (2-11 years)

The wording could mmply that long-term growth and development studies are necessary pror to
product licenceapplication.

2.5.5 Adolescents

The first paragraph stawes that pregnancy testing is necessary for females aged 12 or older. We would
prefer that pregnancy testing should be discredonaxy, i.e. for females who are or have been sexually
active.

In paragraph 4, we suggest that the requirement for monitorng use of unprescribed medicinal
products is not made mandatory.

Last sentence specifies that medicinal products may affect the pubertal growth spurt and may affect
finel height It would be helpful if there was further discussion regarding the types of compounds this
may be applicable to, 2 discussion of the difficulties in gathenng such data during clinical trials and the

effect of considerable variability in the population regarding end-points (i.e. onset of puberty and final
heights).

2.6 Ethical issues in paediatric studies
It is rare for the first study 1n paediattics to provide definitive efficacy dama because there will be no
informaton regarding exposure/response etc. in this population. Hence, by definition, this study will

be exploratory and paediatrics may not be expected to derive any benefit from the study.

Points to be noted in enrolment of patients who have been enrolled in other tals should be given,
e.g recommended interval between enrolment in studies.

2.6.3 Consent

Fust §, third sentence : since the definiton of “assent” is not given in the JCH E6 guideline,
consideration should be given to including a definition of this term within this guideline.



