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and understanding between academia, industry, patients and regulators. However, it also showed that 
a definition of “unmet needs” will have to take into account the perspective of different therapeutic 
areas. 

The outcome of these interactions has been timely published in the scientific literature and has 
facilitated prioritisation of medicinal product development by considering each time the individual 
properties of a given substance. This includes assessment of its potential to fulfil an unmet therapeutic 
need in various age groups based on its mode of action and its unique pharmacological characteristics, 
regardless of the planned therapeutic indication in adults. 

These learnings are being taken into account in the framework of product-specific discussions on PIPs 
and waivers.  

More generally, the PDCO assessment of each product’s potential to fulfil an unmet therapeutic need 
has been strengthened during the PIP evaluation process and better reflected in a new section on 
unmet needs. Moreover, on a monthly basis EMA discusses paediatric medicine development 
programmes in light of unmet therapeutic needs with the international regulatory bodies via the 
paediatric cluster. 

2.  Strengthening of cooperation of decision makers 

Collaboration has been strengthened between the PDCO, who assesses paediatric investigation plans, 
and the Clinical Trials Coordination Group (CTCG, formerly Clinical Trials Facilitation Group (CTFG)), 
who authorise clinical trial applications. New ways of collaboration were established at a number of 
joint meetings in 2018-2021. This new approach has been put into practice in several product-related 
discussions proving specifically useful e.g. during the evaluation of PIPs for COVID-19 vaccines during 
the pandemic. 

International compatibility of paediatric regulatory requirements to facilitate global development has 
been reinforced by enhanced integration of EMA/FDA paediatric cluster activities and in the EMA/PDCO 
PIP assessment process. For instance, a joint FDA/EMA Common Commentary on submitting an initial 
Pediatric Study Plan (iPSP) and Paediatric Investigation Plan (PIP) for the prevention and treatment of 
COVID-19 was published. 

To further strengthen international collaboration of regulators and to improve the conduct of multi-
regional paediatric clinical trials, the European network of paediatric research at EMA (Enpr-EMA) set 
up an international working group in 2018, including representatives from regulators and paediatric 
research networks from six different regions (Australia, Canada, EU, Japan, UK, USA). This group has 
been working on a white paper on requirements for paediatric clinical trial authorisation and ethics 
approval across different legislative regions as well as on recommendations regarding international 
standards for sustainable paediatric clinical trial sites. 

With a view of improving the availability of authorised paediatric medicines at the bedside of paediatric 
patients, EMA has been working with Health Technology Assessment bodies in order to promote a 
mutual understanding of the strength of data supporting paediatric indications based on extrapolation 
of efficacy data from adults and its implications for the paediatric population. 

https://www.ema.europa.eu/en/documents/other/fda/ema-common-commentary-submitting-initial-pediatric-study-plan-ipsp-paediatric-investigation-plan-pip_en.pdf
https://www.ema.europa.eu/en/partners-networks/networks/european-network-paediatric-research-european-medicines-agency-enpr-ema
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3.  Ensuring timely completion of paediatric investigation 
plans (PIPs) 

Enpr-EMA published a framework about paediatric clinical trial preparedness in 2020 which provided 
the basis of a scientific publication the following year, outlining key factors expected to increase the 
likelihood of a smooth and timely course of a paediatric clinical trial. 

Progress was made in regulatory discussions of trial designs and methodologies that may allow best 
use of data leading to inclusion of fewer paediatric patients in clinical trials. Notably, a reflection paper 
on the use of extrapolation in the development of medicines for paediatrics was adopted and published 
in 2018. In addition structured guidance for applicants/marketing authorisation holders on the use of 
extrapolation was also published, complementing its use and applicability.  

In order to better enable young people/paediatric patients/parents to contribute to and represent their 
interests in the planning of clinical trials, a range of services and training resources for young people 
have been made available by the European Young People Advisory Group network (eYPAGnet), a 
member of Enpr-EMA, as well as of c4c (e.g. video about involvement of young people in EMA’s 
activities related to medicine development). 

4.  Improving the handling of PIP applications 

A focus group comprising representatives of the pharmaceutical industry, EMA, as well as members of 
the PDCO, has developed a framework for a “stepwise PIP” concept, i.e. a leaner regulatory-scientific 
approach in agreeing a PIP that allows for changes to be made to PIPs as more evidence becomes 
available over time. This will allow, in selected cases, to leave some elements of a PIP open to further 
refinement after first agreement, with a commitment to fill the gaps once certain milestones are 
reached, and necessary scientific evidence becomes available. Moreover, the key elements to be 
specified in PIP opinions have been revised in order to focus only on essential elements at an 
appropriate level of detail. The PIP summary report template has been revised along the same lines 
and is planned to be published in the near future. Exploring the feasibility of these new approaches and 
further finetuning is planned during a pilot phase to start in February 2023. 

In addition, administrative submission requirements for PIP applications and procedural aspects of the 
PIP compliance check have been simplified. 

5.  Increasing transparency around paediatric medicines 

An update to the Community Register of medicinal products with paediatric information (i.e. link to PIP 
information) and a public register for information on paediatric trials open for recruitment as well as for 
results of such trials in lay language are under development. 

Conclusions 

The EMA-EC paediatric action plan has provided a framework for improving the implementation of the 
Paediatric Regulation in a collaborative effort between all stakeholders. These actions have helped to 
focus development efforts on areas of high unmet medical need, spared paediatric resources and 
increased the possibility for earlier availability of new medicines through shorter developments. 
Administrative steps have been reduced, processes have been simplified and made adaptable to 
innovative new medicine developments to reduce bureaucracy. Moreover, cooperation among decision 
makers and stakeholders has been intensified and new lasting working relationships have been created 
and strengthened.  

https://www.ema.europa.eu/en/documents/other/preparedness-medicines-clinical-trials-paediatrics-recommendations-enpr-ema-working-group-trial_en.pdf
https://adc.bmj.com/content/106/12/1149
https://www.ema.europa.eu/en/documents/scientific-guideline/adopted-reflection-paper-use-extrapolation-development-medicines-paediatrics-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/structured-guidance-use-extrapolation_.pdf
https://www.eypagnet.eu/services
https://www.eypagnet.eu/
https://www.youtube.com/watch?v=hX_41z6tcL8&feature=youtu.be
https://www.youtube.com/watch?v=hX_41z6tcL8&feature=youtu.be


 
Boosting the development of medicines for children   
EMA/635567/2022  Page 6/18 
 

The action plan is herewith considered closed although acknowledging that certain action points require 
continuous improvement efforts and are taken forward in this way. 

It is expected that the actions taken will increase the efficiency of paediatric regulatory processes 
under the current legal framework. Moreover, learnings from the action plan will be translated into the 
revision of the Paediatric Regulation which is expected to further support the availability of medicines 
for children. 
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