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Disclaimer

The views and opinions expressed in the following PowerPoint slides are those of the 
individual presenter and should not be understood or quoted as being made on behalf 
of the European Medicines Agency or its scientific Committees.
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• Key challenges identified by stakeholders:

• “The CTR requirement for pediatric clinical trials to have direct benefit for the individual taking part in the 
trial has not been implemented in a harmonized manner at national level.” (Report of the methodology guidance 

workshop 23 November 2023, p. 8)

• Suggested ways forward to address the challenges:

• “Clarify the CTR requirement for pediatric clinical trials to have direct benefit for the individual taking part in 
the trial, and the expectation for medical conditions that occur in minors and adults, but which manifest 
themselves in a different way at a young age. Harmonization is needed between EU members state views, 
including that of the ethics committees.” (Report of the methodology guidance workshop 23 November 2023, p. 9)
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Background – ACT EU PA8 methodology workshop (Nov 2023)



Interpretation of CTR 536/2014 Art. 32

• CTR 536/2014 Art. 32: 

•  What exactly is the necessary ´data obtained´?
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Background – Revised Declaration of Helsinki (Oct 2024)

• Vulnerable groups can also be harmed by not being included in medical research: 
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WMA DECLARATION OF HELSINKI – ETHICAL PRINCIPLES FOR MEDICAL RESEARCH INVOLVING HUMAN PARTICIPANTS
Adopted by the 18 WMA General Assembly, Helsinki, Finland, June 1964 and amended by the 75 WMA General Assembly, Helsinki, Finland, October 2024



Problem statement  
• Lack of harmonization (between NCAs/ECs) trigger a conservative approach on paediatric clinical trials 

assessments

• Perceived negative consequences for children: 

• Delay of patient access to innovative treatments 

• Limited incentives for pharmaceutical companies to initiate pediatric trials 

• Feasibility issues of pediatric trials

• As a consequence: frequent off-label use 

• This is however a perception only based on anecdotal evidence so far. 

Data evidence (as-is analysis) is highly warranted.

 Initiation of project to analyze paediatric clinical trial assessments in collaboration with CTCG and 
PDCO in a descriptive manner 
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Objective of project
Analysis of differences in the assessment of paediatric clinical trials under CTR 536/2014 by the CAs and ECs (if 

possible), to providing a baseline in support of potential solutions addressing the challenges as identified in ACT EU 

workshop and in light of the revised Declaration of Helsinki
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• Question 1: Are there differences in the assessment of paediatric clinical trial applications between EU member 
states?

• Question 2: How is Art 32 interpreted by EU Member States?  

• Question 3: Paediatric clinical trials have been discussed with EMA before submission (e.g. PIPs). How do national 
CAs and ECs take PIPs into consideration when assessing clinical trial applications? 

Research questions



Database 

• Clinical Trial Information system (CTIS) was launched 31 JAN 2022

• 1 year transition period 

• Mandatory since 31 JAN 2023 

• Data cut off 31 JUL 2024:

• 1 year not mandatory (JAN 2022 – JAN 2023)

• 1,5 years mandatory (FEB 2023 – JUL 2024)
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Paediatric trials in CTIS
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Characteristics of authorized paediatric CTAs
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Characteristics of non-authorized paediatric trials
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study 1 oncology academia No MS1 I Not acceptable Acceptable
study 2 oncology industry yes MS3 I/II Not acceptable Acceptable with conditions
study 3 oncology academia No MS1 I/II Not acceptable Acceptable
study 4 oncology industry No MS2 III Not acceptable Acceptable with conditions
study 5 infectious diseases industry No MS5 I Not acceptable Acceptable
study 6 infectious diseases industry yes MS1 II Not acceptable Acceptable
study 7 opthalmology industry No MS4 III Not acceptable Acceptable
study 8 dermatology industry yes MS2 III Not acceptable Not acceptable
study 9 neurology academia No MS6 III Not acceptable Acceptable
study 10 neurology industry No MS1 I/II Not acceptable Acceptable

therapeutic 
area

sponsor PIP RMS Phase Assessment Part I Assessment Part II

MS = Member state, RMS = Reporting Member state 



Main reasons for non-authorization
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 Required evidence (requirement of non clinical/ adult/ adolescent data) seems to play an important role. 

study 1 oncology lack of non-clinical d.
study 2 oncology unfavorable method adult data, disease, PIP
study 3 oncology high toxicity distribution of IMP formulation
study 4 oncology lapsed
study 5 infectious d. sample size, randomization inconsistencies lack of adult d. 
study 6 infectious d. unpredictable design, cohorts unfavorable lack of adult/ adolescent data
study 7 opthalmology comparator drug
study 8 dermatology unfavorable lack of adult data
study 9 neurology uniformity of dose
study 10 neurology high toxicity limited experience method lack of non clinical

therapeutic 
area

proof of concept
risk burden benefit 

analysis
formalities quality

study 
rationale

drug 
administration

dosing
study population 

and design

inclusion 
exclusion 

criteria

drug 
manufacturing 

and import

toxicity and 
safety

MS = Member state, RMS = Reference Member state 



Clinical trial assessment (phase I/II CTAs): Considerations per MS when RMS (median) 

shows significant variability
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Only MS that are RMS for > 2 trials are shown.

MS = Member state, RMS = Reporting Member state 



Clinical trial assessment: Considerations per MS per assessment issue when RMS (median)
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Clinical trial assessment (phase I/II CTAs): considerations per MSC shows high 
variability
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Only MSC that are MSC for > 2 trials are shown.
MSC = Member State Concerned
MS = Member State
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Number of considerations per Member State Concerned (MSC)

In the role of MSCs, MS demonstrate different levels of engagement in the assessment process.



Different interpretations of Art 32 in approved phase I/II CTAs
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Most considerations regarding Art 32 either generally consider trial in minors too early/not favourable or requested that the 
fulfilment of Art 32 should be justified in general. 



Role of PIPs differs in the Clinical Trial Assessment process
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* 7/10 was to provide PIP (without contextual reference)

* * 2/3 non-authorized CTA with PIP were only partially equivalent to their PIP. Reasons for non-authorization were 
among others evidence prerequisite, risk-burden-benefit analysis. 

CTA = Clinical Trial Application, PIP = Paediatric Investigation Plan, RFI = Request for Information, FAR = Final assessment 
report, RMS = Reporting Member State, MSC = Member State Concerned



Inclusion of Adolescents in Adult Trials is assessed differently and with Reluctance



Conclusions
• Majority of paediatric CTAs were authorized (144 authorized CTAs, 10 non-authorized CTAs)

• Majority of PIP studies were approved, role of PIP in the assessment differs between MS

• Nevertheless, there is a heterogeneity in the assessment as well as the issues raised 

• The interpretation of Art. 32 (prerequisite of available data) seems to be a particular challenge in the assessment, the 

sufficiency of evidence is often questioned independent of therapeutic area 

• Inclusion of adolescents in adult trials is in most cases accepted, but dependent on MS on how it is assessed and approved

 Opportunity to engage exchange in overlapping interests between PDCO and CTCG 

 Provides basis to develop technical alignments (eg guidance) for the regulatory network (NCA and ECs) to support 

assessments of paediatric clinical trials, working towards harmonization, also in view of revised DoH  ACT EU workshop on 

Paediatric Clinical Trials
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Slides for further discussions
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CTCG survey on paediatric CTAs 
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Comments of MS:
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Significance and feasability

RMS MSC

MS7

MS2 MS4

MS8MS5

MS1MS1 MS4

MS5 MS7

MS2

MS8



Time lapsed between initial PIP agreement and initial CTA

25 Subject to final data cleaning

Green: authorized trials
Red: non-authorized trials

* Authorized under a condition that changed 
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While it was initially hypothesized that unauthorized 
CTAs with a PIP would show significant time gaps 
between PIP agreement and CTA submission, 
potentially leading to outdated scientific evidence, 
the analysis did not support this assumption. 


