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Why children require special attention 
children are no small adults 

Kearns GL et al. Developmental pharmacology--drug disposition, action, and therapy in infants and children.    
N Engl J Med. 2003 Sep 18;349(12):1157-67. 
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Why children require special attention 
use of unlicensed/off-label medicines in children is/was widespread 
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Why children require special attention 
general lack of appropriate formulations 
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Industry did not solve problem by itself.. 

Paediatric Regulation (2007)  

• lessons learned from earlier US incentives 

• aim to improve health of children in Europe by 

– facilitating development & availability medicines 0-18 yr 

– ensuring medicines for children are high quality, ethically 

researched & authorised appropriately  

– improving availability information on use medicines for children 

– to be reached without subjecting children to unnecessary trials or 

delaying authorization of medicines for adults 
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Characteristics Paediatric Regulation 

• system of obligations & rewards enforcing industry to consider 
children in clinical trials  

• new active substance, indication, route of administration  

• deferral or waiver may apply 

 

• Paediatric Investigation Plan (PIP)  

• to be agreed by EMA PDCO  

• includes “binding” proposal paediatric formulation(s) for each 
subset paediatric population 



Easy accessible additional information 
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Paediatric Regulation & formulations 

Medicines Directive 
2001/83 

Paediatric Regulation 
1901/2006/EC 

MA unless PSRPH 
not to hinder trade 

better medicines  
for children 

 
which aspects are critical to children and which standards to apply (better as 

what? does a suboptimal taste qualify for a PSRPH?) 
 



Approach to guideline development 
 
• 2006 EMA reflection paper (discussion document) 

• 2008 concept paper to guideline; annex incl. guiding principles 

• multidisciplinary drafting group (PDCO, QWP, NCA, academia) 

• 2015 guideline into operation 

− 1 guideline for PIPs, MA-applications/variations, innovator/generics 

− guideline applies prospectively, but industry should remind          

Dir 2001/83 Annex 23 i.e. regulatory dossier should remain state of 

the art 
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Joint writing process with industry not possible  
 
 But 

• EFPIA white paper prior to drafting process 

• high focus on mutual information sharing as knowledge was 
scarce, but rapidly evolving (e.g. EUPFI conferences) 

• input to public consultation highly appreciated  (published) 
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Route of administration and dosage form 
tablets 

• young children may swallow small tablets 

tablet size versus age to be further confirmed 
 

• crushing and/or mixing with food no alternative for real age-
appropriate formulation 

suitability any handlings to be confirmed  

 

• tablets may be broken 

suitability break mark to be demonstrated 

within tablet content uniformity may be an issue  
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Route of administration and dosage form 
oral liquid versus oral solid flexible dosage forms 

• several forms may be requested for children of different ages 
and/or health conditions 

 

• solid and liquid forms both acceptable, but clear justification 
needs to be provided (advantages/disadvantages different 
forms) 
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Excipients 

• excipients may have different safety profile in adults &  
children e.g. ethanol, propyleneglycol 

• use (type and maximum daily exposure) to be justified by 
INDUSTYRY (not the assessor) 

• guideline contains flow sheet with considerations how such 
justification can be established 

• update of excipients guideline warranted (relates to any 
necessary warnings SmPC; not acceptability excipient in itself) 
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Patient Acceptability 

• not to be understood as 100% in all relevant age groups 

• integral part pharmaceutical development 

• preferably studied in children as part of the clinical trials 

• otherwise to be demonstrated by other means 

• to be reconfirmed in case of variations 

• industry may choose its own approach 

 

16 



Paediatric guideline & overviews   

Diana van Riet - Nales l Medicines Evaluation Board in the Netherlands l Paediatric Formulations  
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Diana van Riet - Nales l Medicines Evaluation Board in the Netherlands l da.v.riet@cbg-meb.nl 
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Thank you for your 
attention! 
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