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CRITERIA FOR AUTHORISING 
MEDICINAL PRODUCTS

•The main scientific principle used in the evaluation of 

medicines is the risk/benefit ratio based on quality, safety, 

efficacy and risk management considerations.

Risks

Benefits



Drug development 
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Formulation

(quality)
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Paed clinical trials
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Efficacy and safety…

Extrapolation
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Including
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Other

measures
Registries



One person died, and five others were hospitalized
after a clinical trial of an experimental drug in 
France went tragically wrong ….. 

Risk during drug development



Objectives of the EU 
Paediatric Regulation 

• Improve the health of children:

• Increase high quality, ethical research into 
medicines for children

• Increase availability of authorised medicines for 
children

• Increase information on medicines

• Achieve the above:

• Without unnecessary studies in children

• Without delaying authorization for adults6



Complexity of CTs in paediatrics

• changing medical knowledge

• changing medical needs

• developmental pharmacology

• pharmacogenomics

• pharmacovigilance

• changing legal framework
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Regulatory assessment of the PIP

Is there a paediatric need for a medicinal product
which is planned to be developed?

What are currently drugs used for the indication?

Potential advantages of a proposed medicinal
product over currently use drugs?

Differences between adult and paediatric patients?

Existing guidance on the condition /type of
treatment (scientific or EMA/NCA guidelines,
registries, formularies)
11



Regulatory assessment of the PIP

Is there a need to run clinical trials in paediatric
population – which data are needed

PK?, safety? , efficacy/safety?

Design of studies (active comparators, placebo,
placebo add on standard therapy, appropriate
(validated) PEs and SEs, sample size (properly
calculated), popPK

Advices received from any regulatory authority
relevant to the development of the medicinal
product for paediatric population

s
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Regulatory assessment of the PIP

Are there enough paediatric patients to be included
in the trials in the same therapeutic area?

Role of extrapolation, simulation?

How to minimalised potential risk/harm for children
enrolled to CTs

Use of a DSMB

Need for long term follow-up of potential safety
issues > what should be a period of observation
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Ethical aspects - what is unknown at 
the time of PIP evaluation

Impact of changing enviroment (medical knowledge,
new diagnosic/therapeutic oportunitis) within
approved timelines (years !!!)

Exact information on investigators/ centres in terms
of experise on specific paediatric problems

Full documentation of the CT (approved protocol,
information for patients/parents and informed
consent forms)
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Placebo – regulatory perspective 
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Placebo – regulatory perspective 
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Objectives of pivotal clinical trials are:
to demonstrate superiority to placebo
or 
to demonstrate non-inferiority or equivalence to active 
control



Placebo – ethical aspects
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• placebo is not equivalent to absence of 
treatment, could be used on top of standard 
care (add-on)

• use of placebo may be warranted  when 
evidence for any particular treatment is lacking 
or when placebo effect is known to be very 
variable  

• placebo should not to be used when it means 
witholding effective treatment



Placebo – ethical aspects
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• use of control groups, including use of placebo 
should be based on equipoise, should be 
appriopriate to the condition investigating in the 
trial, and should be justified scientifically    

• long-term use (beyond 3-6 months) is known to 
create difficulties in acceptance of the trial by 
participants and to increase drop-out rates
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Placebo:
• > 155000 citations at PubMed
• only approx. 9000 related to children/adolescent
• approx.  2000 related to placebo effect per se
• only 50 discussed the placebo effect in 

children/adolescents
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Placebo effect is different in children vs adults
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