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1 INTRODUCTION

Child psychiatric disorders have so far only been modestly in the scope of regulatory authorities,
because their treatment was not primarily based on pharmacotherapy. Y et, the field is changing and
moving fast towards new insights in aetiology and treatment strategies'. With the new legislation
coming into effect in 2007, the development of products for use in children will be stimulated®. It is
therefore time to anticipate on forthcoming studies in the child psychiatric field and provide guidance
for industry and regulatory bodies to enable licensing of products on the best attainable efficacy and
safety data.

So far, recommendations for clinical trials in adolescents and children are incorporated in different
guidelines for adult psychiatric disorders, i.e. depression, anxiety, bipolar disorder and schizophrenia,
on the basis of the possibility to extrapolate.

Attention Deficit Hyperactivity Disorder, ADHD, is awell defined disorder with core features such as
hyperactivity, inattentiveness and impulsivity, that has its origin in childhood and for which
pharmacotherapy is more or less among the standard care. It has long been acknowledged that the core
symptoms of ADHD ameliorate with age. It has only recently been recognized that symptoms may
persist into adulthood, thereby extending pharmacotherapy to this age group. With the development of
new products and new formulations of existing products, the present guideline may serve as guidance
to address specific problems in the clinical trial design that are encountered in the treatment of
childhood onset psychiatric disorders (age cohorts, co-morbidity, brain development and maturation).

2. PROBLEM STATEMENT

ADHD is one of the most prevaent disorders of childhood, its worldwide prevalence being estimated
at approximately 5-6%”. It is estimated that boys are more affected than girls. Psychostimulants such
as methylphenidate and more recent atomoxetine are, pharmacologically, the treatments of choice.
New products are in the pipeline that are aimed at being devoid of stimulant effects, and provide a
more favourable safety profile.

Adult ADHD is now recognised as symptoms persisting into adulthood. Often, the disorder is limited
to ADD, hyperactivity not being one of the core features, but inattentiveness and difficulty
concentrating/planning. With AD(H)D covering al age ranges, specific problems are inherent,
i.e. different co-morbidity, proper diagnosing, different efficacy and safety, and even benefit/risk.

So far, products have been licensed for children, based on (in genera) relatively short trias, little
non-clinical juvenile data and almost no prospective safety especialy long-term data. With the current
knowledge of brain development and maturity, availability of more sophisticated instruments to
measure cognition, and availability of a juvenile toxicity guideline, all these aspects require attention
intheclinical trial design and post-marketing surveillance of new products.

3. DISCUSSION (ON THE PROBLEM STATEMENT)

In the present guideline, guidance should be given to:

- Thetarget population

- Duration of trials, short-term efficacy and maintenance of effect

- Long-term safety, including effects on growth, development and sexual maturity, cognition

- Theuse of acomparative design

- Thedifferent age cohorts to be treated (pre- and post pubertal, adulthood)

- The presence and acceptance of co-morbidity

- The validity of age related diagnostic instruments, measurement tools, and observer or subject
ratings

- Definition of age related endpoints
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4. RECOMMENDATION

Regulatory guidance on the development of medicinal products for the treatment of child psychiatric
disorders per seis currently not available. ADHD is a common and well diagnosed entity for which
several products are developed and new treatment options are aimed for. In this guidance document,
specific attention should be drawn to clear definitions of the targeted treatment population, specific
age-category problems (childhood versus adolescence and adulthood), appropriate endpoints, study
design, need for comparative studies, and long-term safety.

5. PROPOSED TIMETABLE

It is anticipated that draft CHM P guidance documents may be available 6 months after adoption of the
Concept Paper.

6. RESOURCE REQUIREMENTSFOR PREPARATION
The preparation of this Guideline will involve the EWP.

7. IMPACT ASSESSMENT (ANTICIPATED)

It is amed that the “Note for Guidance on the development of new products for the treatment of
ADHD” will be helpful to achieve more consensus in the evaluation of such products by regulatory
authorities. Furthermore, it is expected that such guidance document would improve quality and
comparability of submitted studies by pharmaceutical industries.

8. INTERESTED PARTIES
The Dutch Society of Psychiatry, department of Child and Adolescent Psychiatry

National Center of Expertise Child- and Adolescentpsychiatry (Landelijk kenniscentrum Kinder- en
Jeugdpsychiatrie)

Center of Expertiss ADHD in Adults (Kenniscentrum ADHD bij volwassenen)®
Medical Network ADHD (Artsen Netwerk ADHD)
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