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Disclaimer

The views expressed in this presentation are the personal views of the 
author and may not be understood or quoted as being made on behalf of, or 
reflecting the position of, the EMA and its committees and working parties 
with which the author is affiliated. The Union is not liable for any use that 

may be made with the information contained therein

No financial disclosure to declare



Developing medicines for children

7

• Part of the population aged between birth 
and 18 years 

• Subjects under the age of legal 
competence to give informed consent 
(according to the national law)



Developing medicines

marketing authorisation 
(centralised/non-centralised procedures*)

➢QUALITY

➢SAFETY

➢EFFICACY

Source: EMA website 

Academia 
more and 

more 
involved in 

R&D

https://www.ema.europa.eu/


Rules to comply with: the same as adults + further more



Neonates

Ethical Recommendations

Formulations

Pharmaceutical development

Non-clinical studies

Specific areas

Rules to comply with: the same as adults + further more

Clinical trials



Ethics issues in biomedical research

1. Human embryos & foetuses 

2. Human beings 

3. Human cells or tissues

4. Personal data 

5. Animals 

6. Non-EU countries 

7. Environment, health & safety 

8. Artificial Intelligence 

9. Other ethics issues

European Commission- How to complete your ethics self-assessment v.2.0 -13 July 2021



Paediatric ethical requirements to be fulfilled

• Involvement of minors in the informed consent process according their 
age and mental maturity

• Separate documents for adults and children

• Assent & agreement

• Trials with female adolescents - information and inclusion with the use 
of contraception 

• Insurance contracts not limiting the liability period to consider long-
term effects



How EPTRI can provide ethics and regulatory support?



Preparation of 

• Paediatric Investigational Plan

• Orphan Designation

• Scientific Advice/Protocol Assistance 
including the Qualification procedure

• other EMA voluntary procedures

• Paediatric Marketing Authorisation 
Application

1. EMA regulatory procedures for medicines of paediatric interest

Source EMA website

https://www.ema.europa.eu/en/documents/presentation/presentation-centralised-procedure-european-medicines-agency_en.pdf


Paediatric Investigation Plans (PIPs)

studies and analyses providing  
evidence on the use of 
medicines in all paediatric ages



Orphan Designations

EMA Annual Report 2022

Giannuzzi V et al. OJRD 2017



• Guidance on the best methods and study designs 
(clinical aspects, methodological issues)

• Responding to specific questions

• For orphan medicines  protocol assistance

Scientific Advice/Protocol Assistance

EMA website

• Acceptability of specific use of proposed 
innovative methods/tools not yet integrated in 
medicines R&D and clinical management, 
based on assessment of submitted data

https://www.ema.europa.eu/en/human-regulatory/research-development/innovation-medicines#ema's-innovation-task-force-(itf)-section


Lots of things to do…

Disease or medicinal product  addressed in a PIP

Methodology already applied/used in paediatric
studies (clinicaltrials.gov, literature)

Paediatric interest 

70% qualified methodologies (19/27) potentially of interest 
for paediatric patients

Only 6 (22%) had paediatric data in the submission dossier



• Innovation Task Force (ITF) briefing meetings: early 
dialogue with applicants (SMEs, academics, researchers) on 
innovative aspects in medicines development  informal 
exchange of information and guidance

• PRIME: priority medicines designation for early and 
proactive support to SMEs and academia to develop 
medicines targeting conditions with unmet medical needs

EMA applications for innovative medicines & unmet needs



Preparation and submission 
of documents for

• clinical study

• CE mark

• medical devices 
classification

• MA

applications

2. Advice on regulatory procedures for medical devices of 
paediatric interest

Source: Training of  members of Commission’s expert panels on medical 
devices and in vitro diagnostic devices (EXPAMED), 2020



• Ethics revision of paediatric clinical study protocols

• Preparation of documents for informed consent and assent

• Advice on the implementation of GDPR provisions

3. Support for the implementation of ethical requirements

• implement the proper ethical requirements 
to perform paediatric research 

• compliant with EU internationally-agreed 
provisions



• Non-clinical and clinical data supporting a 
paediatric use

• Design feasibility

• Use of placebo under stricter conditions

• Balance of expected benefit versus risks

• Evidence of direct benefit for child/group

• Age-appropriate scales or measures of 
endpoints

• Study risks, pain, fear and discomfort

• Appropriate pharmacovigilance procedures 

Preparing paediatric study protocol

- EU Ethical Recommendations, EC 2017; ICH Topic E11 Guideline -

CLINICAL STUDIES

Low-intervention clinical trial 

Clinical trial

Non-interventional study



• Information sheet + consent form

• 2 separate information and signatures for:

Preparing material for informed consent

Reg (EU) 536/2014; Reg (EU) 2016/679; EC Ethical Recommendations, 2017; CIOMS WHO guidelines 
2016 

Personal data processingGenetic tests

Signed and dated by 
legally designated 

representative(s) and 
study personnel 
performing the 

interview and giving 
study information 



• Tailored for age groups

• Appropriate language and format

Preparing material for informed assent

EMA website; Lepola, Kindred, Giannuzzi et al,  Arch Dis Child 2021 

Assent/informed consent guidance

https://www.ema.europa.eu/en/partners-networks/networks/enpr-ema/enpr-ema-priority-activities


Viviana Giannuzzi

PharmD, PhD

vg@benzifoundation.org 

  

mailto:vg@benzifoundation.org

	Sezione predefinita
	Diapositivo 1
	Diapositivo 2: Disclaimer
	Diapositivo 3: Developing medicines for children
	Diapositivo 4: Developing medicines
	Diapositivo 5: Rules to comply with: the same as adults + further more
	Diapositivo 6: Rules to comply with: the same as adults + further more
	Diapositivo 7: Ethics issues in biomedical research
	Diapositivo 8: Paediatric ethical requirements to be fulfilled
	Diapositivo 9: How EPTRI can provide ethics and regulatory support?
	Diapositivo 10: 1. EMA regulatory procedures for medicines of paediatric interest
	Diapositivo 11: Paediatric Investigation Plans (PIPs)
	Diapositivo 12: Orphan Designations
	Diapositivo 13: Scientific Advice/Protocol Assistance
	Diapositivo 14: Lots of things to do…
	Diapositivo 15: EMA applications for innovative medicines & unmet needs
	Diapositivo 16: 2. Advice on regulatory procedures for medical devices of paediatric interest
	Diapositivo 17: 3. Support for the implementation of ethical requirements
	Diapositivo 18: Preparing paediatric study protocol
	Diapositivo 19: Preparing material for informed consent
	Diapositivo 20: Preparing material for informed assent
	Diapositivo 21


