European Child & Adolescent
Psychopharmacology Network (ECAPN)

Established by members of the European Child & Adolescent Network of the
European College of Neuropsychopharmacology (ECNP; https://www.ecnp.eu/ )

Mission
To foster, facilitate, and conduct high-quality translational and clinical
research in the field of child and adolescent psychopharmacology .
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The ECAPN Centres
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European network of paediatric research
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The ECAPN Centres

ECAPN Centres have a solid track record in paediatric
psychopharmacology, assuring:

e C(Clinical management in large-scale studies, including formal
RCTs for the registration of innovative medications.

e Patient recruitment

e Scientific approach: innovative experimental designs, biomarker
definition.....

Many ECAPN centres lead a national network of affiliated centres



European Child & Adolescent

Psychopharmacology Network (ECAPN)

ECAPN aims

To identify unmet needs in child & adolescent psychopharmacology

To conduct collaborative scientific studies and clinical trials

To develop strategies to improve state-of-the-art prescribing of
medication to children and adolescents with psychiatric disorders in
clinical practice.
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Unmet needs in paediatric ) crre
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Unmet Needs in Paediatric Psychopharmacology

e Off-label prescription to children and adolescents of medications with regulatory
approval only in adults

e Lack of effective drugs for many childhood disorders
e Paediatric clinical trials: methodological issues, problems and potential solutions

 The potential limit set by categorical psychiatric nosology on paediatric drug
development

e Search for evidence-based approaches to prevent mental disorders with
adolescent-onset

 Need for better preclinical data to foster novel drug therapies

 The regulatory context of paediatric psychopharmacology in Europe: strengths and
limitations

e Limited public acceptance of treating children with medications

* European collaborative efforts and future directions
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Table 2 Psychotropic medications approved in Europe for use in children and adolescents.

Medication Indication Age for prescription
Aripiprazole Schizophrenia =15 years
Bipolar disorder, manic or mixed episodes =13 years
Amphetamines (incl. Lisdexamphetamine) Attention-Deficit Hyperactivity Disorder” =6 years
Atomoxetine Attention-Deficit Hyperactivity Disorder =6 years
Fluoxetine Major depressive episode =8 years
Fluvo xamine Obsessive-compulsive disorder =8 years
Methylphenidate Attention-Deficit Hyperactivity Disorder =6 years
Risperidone Aggression” =5 years
Sertraline Obsessive-compulsive disorder =6 years
Ziprasidone Bipolar disorder, manic or mixed episode” =10 years

*Approved only in some European countries for children and adolescents with ADHD.

"Approved only in some European countries for children and adolescents with conduct disorder, in the presence of sub-average
intellectual functioning or intellectual disability and when all non-pharmacological strategies have been found insufficient.

“Approved only in some European countries based on one randomized controlled trial {Findling et al., 2013), found by the US Food
and Drug Administration to have guality assurance issues, requiring the sponsor to repeat the trial.
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Priority order for drug development in Child & Adolescent Psychiatry by disorder/ condition



Paediatric clinical trials:

methodological issues, problems and potential solutions

= Limited generability due to sample selection criteria
= Enrolment of pathogenetically heterogeneous patients
= Enhanced risk of false negatives due to high placebo effects

= Enhanced risk of false positives due to primary efficacy endpoints
defined only as significant decrease in symptoms to reach a pre-
established threshold.

I”

=  Qverestimation of clinical benefits observed in an “artificial” clinical

setting

= |nefficiency ( expensive , time- and labour- consuming, high drop-out
rates)



Unmet Needs in Paediatric Psychopharmacology

* The potential limit set by categorical psychiatric nosology on paediatric drug
development

e Search for evidence-based approaches to prevent mental disorders with
adolescent-onset

* Need for better preclinical data to foster novel drug therapies

e The regulatory context of paediatric psychopharmacology in Europe: strengths and
limitations

e Limited public acceptance of treating children with medications

e European collaborative efforts and future directions



Child and Adolescent
Neuropsychopharmacology Network

Member participation to registrative clinical trials

Atomoxetine for ADHD (Lilly)
Lysdexamphetamine for ADHD (Shire)
RO5186582 for Down Syndrome (Roche)
Vortioxetine for Major Depression (Lundbeck)
Esketamine for Sucidal Behaviour (Janssen)

Bumetanide (Servier)

Member formal consultation (PIP) for designing registrative clinical trials
Lurasidone for child Bipolar depression / schizophrenia (Takeda=>Angelini))
Trazodone for sleep problems in neurodevelopmental disorder (Angelini)

Member formal consultation for conducting registrative clinical trials
RO5285119 (Vasopressin) for Autism Spectrum disorder (Roche)



Child and Adolescent
Neuropsychopharmacology Network

Commission

The Network has been instrumental in building an infrastructure prompting several
EU-funded projects

PERS Pediatric European Risperidone Studies, www.pers-project.com),

STOP (Suicidality: Treatment Occurring in Paediatrics, www.stop-study.com),

ADDUCE (Attention-Deficit Hyperactivity Disorder Drugs Use Chronic Effects, www.adhd-adduce.org)

TACTICS (The “Translational Adolescent and Childhood Therapeutic Interventions in Compulsive
' TACT|C Syndromes”, http://www.tactics-project.eu/)

Eic Ints
omes.

AGGRESSOTYPE (“Aggression Subtyping for Improved Insight and Treatment Innovation in Psychiatric

(@
Aggress‘gi YPe  Disorders”, http://www.aggressotype.eu/)

MATRICS (“Multidisciplinary Approaches to Translational Research In Conduct Syndromes”,

3-3' MATRICS http://matrics-project.eu/)

[:‘;_{EU-AIMS EU-AIMS (“European Autism Interventions - A Multicentre Study for Developing New Medications”,
' https://www.eu-aims.eu/)
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ECAPN future plans

= Systematic review of all the pediatric psychopharmacology studies
conducted under the US and UE regulatory initiatives

= Defining new targets for medication:
e Antipsychotics (D2 blockers) for Conduct disorder
e Ermotional lability ( irritability) as transdiagnostic target

= Conect 4 children active participation



	European Child & Adolescent�Psychopharmacology Network (ECAPN)
	Slide Number 2
	Slide Number 3
	ECAPN members
	Candidate ECAPN members
	The ECAPN Centres
	European Child & Adolescent�Psychopharmacology Network (ECAPN)
	Slide Number 8
	Unmet Needs in Paediatric Psychopharmacology
	Slide Number 10
	Slide Number 11
	Paediatric clinical trials: �methodological issues, problems and potential solutions
	Unmet Needs in Paediatric Psychopharmacology
	Slide Number 14
	Slide Number 15
	Slide Number 16

