
EXECUTIVE SUMMARY

In 2006, the European Council (EC) and the European Parliament adopted a 
regulation that created major changes in the way clinical studies in pediatric 
patients would be planned and conducted in the European Union (EU). For many 
years, the clinical evaluations of drugs and biologics were conducted primarily in 
adults because it was simpler than conducting studies in children and because it 
raised fewer ethical concerns than studies in children. Nevertheless, the use of 
these products to treat children often followed their regulatory approval for use in 
adults, despite the lack of clinical trials in children. Physicians often used an 
empirically selected lower dose based on the weight of the child. In some cases,  
this could have resulted in exposure to unsafe or ineffective doses because children 
may metabolize a drug or biologic differently than do adults. 
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In September 2004, based on the success of pediatric drug laws in the US, the EC adopted a 
proposal to develop regulations for pediatric investigations for Europe. The EC passed Pediatric 
Regulation (EC) No. 1901/2006 in 2006, later amended by Regulation (EC) No. 1902/2006, to 
require clinical studies for pediatric drug development in the EU. The regulation took effect on  
January 26, 2007.

Major Provisions of the European Pediatric Regulation  
The European Pediatric Regulation and its amendment required that manufacturers submit a 
Paediatric Investigation Plan (PIP) for all new products and line extensions (new indication, new 
formulation, new dosage form, etc.) for existing products. The PIP had to outline studies to be 
performed or state the reasons why a waiver or deferral should be granted and “should be 
submitted early during product development, in time for studies to be conducted … before 
marketing authorization applications are submitted.” However, it has been recommended that  
a PIP be submitted when pharmacokinetic studies have been completed, effectively at the end  
of Phase I studies in most cases. 

The regulation also specified that PIPs must address all pediatric age groups, and Marketing 
Authorization Applications (MAA) must contain data for use of products in each of the different 
pediatric age groups unless waived or deferred. Pediatric age groups were defined in ICH Guidance 
E11 “Clinical Investigation of Medicinal Products in the Pediatric Population,” as:

>> Preterm newborn infants

>> Term newborn infants (0 to 27 days)

>> Infants and toddlers (28 days to 23 months)

>> Children (2 to 11 years)

>> Adolescents (12 to 16-18 years, depending on the geographic region)

If needed, a deferral or waiver should be requested as part of the PIP. The PIP must be approved by 
the Paediatric Committee (sometimes abbreviated as PDCO), and once it has been approved, it is 
binding on the manufacturer unless it is formally revised due to the availability of new information. 
Because the PIP is usually submitted very early in the course of clinical development of the product, 
amendments are often necessary. The Paediatric Committee also reviews all PIP amendments, and 
all of its decisions are posted on a public Web site.
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Other Provisions of the European Pediatric Regulation  
The regulation provided for waivers from the requirement for pediatric studies if the product is 
unlikely to benefit a pediatric age group. It provided for deferrals to delay pediatric studies until 
preliminary data on adults suggest it would be safe to proceed in children, until an age-appropriate 
formulation is available, or merely to avoid undue delay in making the product available for adult 
patients. The regulation established an expert Paediatric Committee within the European  
Medicines Agency (EMA, previously called EMEA) to review PIPs, waivers, and deferrals. 

The regulation provided incentives for doing studies in pediatric patients, including a six-month 
extension of the supplementary protection certificate for products covered by such a certificate and 
approved under an MAA. In order to encourage pediatric studies for orphan indications, the 
regulation provided for a total of twelve years of marketing exclusivity for doing pediatric studies 
rather than the ten years provided in Europe for orphan indications in adults. 

For products for use in adults that are already on the market and not covered by a patent or a 
supplementary protection certificate, the regulation created a mechanism (the Paediatric-Use 
Marketing Authorization, or PUMA). Under PUMA, pediatric labeling could be obtained based on 
pediatric studies in the literature or studies in dossiers of other approved products, as well as by 
new clinical studies. This was intended to provide an incentive for small and mid-size companies  
to develop products for use in children. The regulation permitted the use of the EU Centralized 
Procedure for MAAs with pediatric indications or for PUMAs, and provided 10 years of market 
protection as a reward for conducting clinical trials in pediatric patients for products approved 
under a PUMA.

The regulation established a system of optional free scientific advice from the EMA for studies  
in pediatric patients. It also created a public database for listing of pediatric studies. 
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Comparison of Regulations for Studies in Pediatric Patients in the EU and the US 
There are many similarities but also some significant differences between pediatric study 
requirements in the EU and the US, as shown in this table. 

EU Pediatric Drug Development US Pediatric Drug Development

Covered under a regulation, (EC) No. 
1901/2006 (amended by 1902/2006), covering 
all aspects of pediatric drug development.

Covered by two separate but complementary 
laws, Pediatric Research Equity Act (PREA) 
requiring pediatric studies, and Best 
Pharmaceuticals for Children Act (BPCA) 
providing for additional marketing exclusivity.

PIP recommended for submission before start 
of Phase II and must be approved before 
submission of MAA. It can be amended.

Pediatric development plan must be 
submitted with or before submission of  
the New Drug Application.

All PIPs are reviewed by PDCO. All pediatric development plans are reviewed 
by the review division for the disease area 
being studied. All Pediatric Study Requests 
issued by FDA, as well as deferrals and 
waivers for pediatric studies, must be 
approved by an internal but central FDA 
Pediatric Committee.

Free scientific advice available for pediatric studies. All scientific advice provided by FDA is free.

Provides 6 months additional marketing 
exclusivity for products for which pediatric 
information has been added to labeling based 
on studies. Two years of additional marketing 
exclusivity are provided for orphan products 
for pediatric patients (in addition to the 10 
years for orphan products for adults).

Provides for 6 months additional marketing 
exclusivity if studies in pediatric patients  
are completed in accordance with a 
written Pediatric Study Request issued by 
FDA, but only as an extension of other 
granted exclusivity.

10-year exclusivity available for off-patent 
drugs developed for pediatric patients;  
does not need to be an extension of  
other exclusivity. 

No exclusivity available for developing  
off-patent drugs per se. 

Research grants available for pediatric drug 
development.

Research grants available for pediatric drug 
development.
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