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What are paediatric medicines and 
why do we need them?
Paediatric medicines are medicinal products for use in children from birth until (but not including) 
the age of 18.

In the past decades, little to no research and development into paediatric medicines took place. 
Many medicines were indeed not studied nor authorised for paediatric use, thereby forcing 
physicians to adapt dosage and form of medicinal products for the adult population based on their 
personal experience.

It should not cause surprise that such large-scale off-label use entailed an increased risk of 
ineffective treatment and adverse reactions in children. A report from the European Medicines 
Agency (EMA) describes that while little data is available, harm did occur and was often 
underreported.

There are several reasons for the lack of research and development of paediatric medicines, such 
as the fact that it was considered unethical to submit children to clinical trials.

Developing paediatric medicines is also much more complex than medicines for adults, as children 
do not form a uniform sub-group, but have different needs and biological and physiological 
characteristics. This inevitably requires additional time-consuming and expensive age-
appropriate research.

To remedy these market failures and incentivise the development of paediatric medicines, the 
European Commission enacted a new legislative framework specifically with respect to paediatric 
medicines in 2007.

This Practice Note provides an overview of the EU and UK legal regimes for paediatric medicines.

EU legal framework
The paediatric legal framework came into force in the EU on 26 January 2007 and is comprised of 
the following key Regulations:

• the main Regulation (EC) 1901/2006 on medicinal products for paediatric use (the 
Paediatric Regulation)

• the amending Regulation (EC) 1902/2006, in which changes to the original text were 
introduced relating to decision powers for the Commission with respect to deferrals for the 
paediatric investigation plan (PIP) and financial penalties for infringement of the Paediatric 
Regulation, and

• the amending Regulation (EU) 2019/5, which refers to Commission Regulation (EC) 
658/2007 and Regulation (EC) 726/2004 on financial penalties for infringement of the 
Paediatric Regulation 

The Paediatric Regulation aims to improve children’s health without subjecting them to 
unnecessary trials or delaying the authorisation of medicines for use in adults, and is consequently 
predicated on three objectives:

• facilitating the development and availability of paediatric medicines

• ensuring that paediatric medicines are of high quality, ethically researched and authorised 
appropriately, with age-appropriate forms and formulations, and

• improving the availability of high-quality information on the use of paediatric medicines
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In addition to the above mentioned Regulations, both the Commission and the EMA have 
published detailed procedural guidance to help companies comply with the requirements of the 
Paediatric Regulation, including:

• Commission guideline on the format and content of applications for agreement or modification 
of a paediatric investigation plan and requests for waivers or deferrals and concerning the 
operation of the compliance check and on criteria for assessing significant studies

• Questions and answers on paediatric investigation plans

• Questions and answers on the procedure of paediatric investigation plan compliance 
verification at the EMA, and on paediatric rewards

• Guideline on pharmaceutical development of medicines for paediatric use, and

• several other scientific guidelines, reflection papers and concept papers on clinical efficacy 
and safety, which can be found on the EMA website—scientific guidelines: paediatrics

Obligations and incentives to stimulate the development 
of paediatric medicines in the EU—introduction
The Paediatric Regulation introduces a system of obligations coupled with rewards and incentives 
to incentivise pharmaceutical companies to invest in paediatric research.

In this respect, the Paediatric Regulation introduces a more vigorous and far-reaching system than 
the legislation on medicines for rare diseases (Regulation (EC) 141/2000, the Orphan Regulation), 
which only provides incentives but does not impose strict obligations. For more information on the 
Orphan Regulation, see Practice Note: Orphan medicinal products.

Such obligations can include (i) having a PIP, (ii) conducting paediatric studies contained in the PIP, 
and certain (iii) post-authorisation obligations.

While some rewards provided by the Paediatric Regulation are linked to completing the paediatric 
studies or the grant of a paediatric-use marketing authorisation (PUMA), others provide more 
general incentives, such as scientific assistance or incentives at Member State level.

Obligations and incentives in the EU 
—the paediatric investigation plan

What is a PIP?
A PIP is ‘a research and development plan aimed at ensuring that the necessary data are generated 
determining the conditions in which a medicinal product may be authorised to treat the paediatric 
population’.

The purpose of a PIP is to ensure that relevant data are gathered which support the safe use 
in children.

A PIP must include:

• the timing and the proposed paediatric studies to assess the quality, safety and efficacy of the 
medicinal product in all specified subsets of the paediatric population, and

• a description of any measures to adapt the formulation of the medicinal product so as to 
make its use more acceptable, easier, safer or more effective for different subsets of the 
paediatric population

When is a PIP required?
Unless a full waiver is granted (as explained further below, see ‘Waivers and exceptions’), a PIP is 
mandatory for:

• marketing authorisation applications (MAAs) for medicinal products which have not yet been 
authorised in the EU
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• variation or extension applications for new indications, new pharmaceutical forms or new 
routes of administration (but not new strengths) for existing medicinal products (ie ‘line 
extensions’) that are still covered by a supplementary protection certificate (SPC) or a patent 
for which an SPC could be obtained

• applications for orphan medicinal products, and

• PUMAs (see: Obligations and incentives in the EU—paediatric-use marketing authorisation 
further below)

In case of line extensions, the PIP or waiver must cover both the existing and any new indication, 
pharmaceutical form or route of administration.

To determine whether a medicinal product has not yet been authorised in the EU, it will be 
reviewed (i) whether the product has a marketing authorisation (MA) (mindful of the concept of 
‘global marketing authorisation’ (GMA)) and (ii) whether or not such product has the ‘same MA 
holder’ (for more information on the GMA, see Practice Note: Regulatory data protection).

A single PIP application or waiver request can cover all of the MAs and applications under 
the same GMA.

Applicants belonging to the same mother company or group of companies, or which are licensees, 
constitute consequently one and the same MA holder.

In the context of a GMA, three scenarios can be distinguished:

• no prior MA by the same MA holder in the EU for the same active substance: a PIP is 
required for the first MA by that MA holder in the EU, regardless of whether (i) the product is 
protected by an SPC or patent qualifying for an SPC, (ii) it is a new or known active substance, 
or (iii) there is a prior MA by a different MA holder (Article 7 of the Paediatric Regulation)

• prior MA by the same MA holder in the EU for this active substance, independently of the 
authorisation route:

 ◦ if the medicinal product is still protected by an SPC or a patent qualifying for an 
SPC, a PIP is required for any application for a line extension (Article 8 of the 
Paediatric Regulation)

 ◦ if the medicinal product is no longer protected, neither Article 7 nor 8 applies. A PIP is 
not required

 
In the first two scenarios, a PIP is required either under Article 7 (for a new MA in the EU) or 
under Article 8 (for a line extension). Only in the third scenario is a PIP not required. For more 
information of the various MA routes, see Practice Note: Marketing authorisations in the EU—
content and form of the application and other practical considerations.

Furthermore, the PIP is required irrespective of whether the applicant intends to apply for a 
paediatric indication or not.

As such, in Nycomed Danmark v EMA (Case T-52/09, 14 December 2011), the General Court 
decided that the disease or condition for which the specific medicinal product is ‘intended’ must be 
assessed objectively, and only the scientific properties of such medicinal product should be taken 
into consideration.

A company cannot circumvent the PIP requirement by simply proposing a narrow indication for 
adult use only, if such medicinal product can (potentially) also treat (other) conditions affecting the 
paediatric population. The applicant is therefore also required to conduct paediatric studies for 
other indications, which it did not intend to develop for adults. It is consequently not the indication 
for adults as intended by the applicant that determines whether a PIP is required, but rather the 
scientific application that the medicinal product objectively speaking can have.

Waivers and exceptions

Waiver
The EMA may nonetheless grant a full or partial waiver from the PIP obligation. A partial waiver is 
limited to one or more specified subsets of the paediatric population, or to one or more specified 
therapeutic indications (or a combination thereof).

References: 

Questions and answers on 
paediatric investigation plans—
question 1.5

References: 

Article 6(1)–(2) of 
Directive 2001/83/EC, the 
Pharmaceutical Code

Questions and answers on 
paediatric investigation plans—
question 1.7

References: 

Questions and answers on 
paediatric investigation plans—
question 2.1

References: 

Co-ordination Group for Mutual 
Recognition and Decentralised 
procedures—Human (CMDh), 
Questions and answers on 
the Paediatric Regulation, 
CMDh/007/2007, p 6

References: 

Nycomed Danmark v EMA, Case 
T-52/09, 14 December 2011

References: 

Article 11 of Regulation 
(EC) 1901/2006, the 
Paediatric Regulation

https://www.lexisnexis.com/uk/lexispsl/lifesciences/linkHandler.faces?ps=SEARCH,PRACTICALGUIDANCE&bct=A&homeCsi=393990&A=0.012623767090049975&urlEnc=ISO-8859-1&&dpsi=0ONJ&remotekey1=REFPTID&refpt=CITEID_1172565&service=DOC-ID&origdpsi=0ONJ
https://www.lexisnexis.com/uk/lexispsl/lifesciences/linkHandler.faces?ps=SEARCH,PRACTICALGUIDANCE&bct=A&homeCsi=393990&A=0.012623767090049975&urlEnc=ISO-8859-1&&dpsi=0ONJ&remotekey1=DOC-ID&remotekey2=0ONJ_2641373&service=DOC-ID&origdpsi=0ONJ
https://www.lexisnexis.com/uk/lexispsl/lifesciences/linkHandler.faces?ps=SEARCH,PRACTICALGUIDANCE&bct=A&homeCsi=393990&A=0.012623767090049975&urlEnc=ISO-8859-1&&dpsi=0ONJ&remotekey1=DOC-ID&remotekey2=0ONJ_2650523&service=DOC-ID&origdpsi=0ONJ
https://www.lexisnexis.com/uk/lexispsl/lifesciences/linkHandler.faces?ps=SEARCH,PRACTICALGUIDANCE&bct=A&homeCsi=393990&A=0.012623767090049975&urlEnc=ISO-8859-1&&dpsi=0ONJ&remotekey1=DOC-ID&remotekey2=0ONJ_2650523&service=DOC-ID&origdpsi=0ONJ
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.lexisnexis.com/uk/lexispsl/lifesciences/citationlinkHandler.faces?bct=A&service=citation&risb=&UK_EULEG&$num!%2532001L0083 Article 6%25
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans/paediatric-investigation-plans-questions-answers
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Questions_Answers/CMDh_007_2007_Rev11_2021_09_clean_Q_A_on_the_Paediatric_Regulation.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Questions_Answers/CMDh_007_2007_Rev11_2021_09_clean_Q_A_on_the_Paediatric_Regulation.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Questions_Answers/CMDh_007_2007_Rev11_2021_09_clean_Q_A_on_the_Paediatric_Regulation.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Questions_Answers/CMDh_007_2007_Rev11_2021_09_clean_Q_A_on_the_Paediatric_Regulation.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Questions_Answers/CMDh_007_2007_Rev11_2021_09_clean_Q_A_on_the_Paediatric_Regulation.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Questions_Answers/CMDh_007_2007_Rev11_2021_09_clean_Q_A_on_the_Paediatric_Regulation.pdf
https://curia.europa.eu/juris/document/document.jsf?text=&docid=116583&pageIndex=0&doclang=EN&mode=lst&dir=&occ=first&part=1&cid=27313684
https://curia.europa.eu/juris/document/document.jsf?text=&docid=116583&pageIndex=0&doclang=EN&mode=lst&dir=&occ=first&part=1&cid=27313684
https://www.lexisnexis.com/uk/lexispsl/lifesciences/citationlinkHandler.faces?bct=A&service=citation&risb=&UK_EULEG&$num!%2532006R1901 Article 11%25


If a full waiver applies, the applicant does not have to submit a PIP (although there is no prohibition 
to perform paediatric studies). If only a partial waiver applies, the applicant must submit a PIP for 
the subsets or indications not waived.

There are two types of waivers:

• product-specific waivers for specific medicinal products, and

• class waivers for classes of medicinal products. A list of all class waivers can be found on the 
EMA website—Paediatric medicines—class waivers 

An applicant can request confirmation from the EMA whether a class waiver is applicable to a 
product they are developing. If a class waiver is not applicable, the applicant will have to either 
apply for a product-specific waiver or a PIP.

The grant of any waiver is conditional upon the presence of one of the following circumstances:

• the medicinal product is not appropriate for use in (part or all of) the paediatric population, 
because it is likely to be unsafe or ineffective

• the medicinal product is not needed for children as the disease or condition only 
affects adults, or

• the medicinal product has no significant therapeutic benefit over existing 
paediatric treatments 

Both a product-specific or class waiver may be revoked if the reasons for granting it no longer 
apply. If a waiver is revoked, the MA holder must submit a PIP proposal—and subsequently the 
results of such a PIP (or a deferral decision)—within 36 months.

Exceptions
Furthermore, some categories of applications for new medicinal products fall outside the PIP/
waiver scheme and are always exempted from submitting a PIP or waiver request, namely:

• generic medicinal products (Article 10(1) of Directive 2001/83/EC)

• hybrid medicinal products (Article 10(3) of Directive 2001/83/EC)

• biosimilars (Article 10(4) of Directive 2001/83/EC)

• medicinal products containing active substance(s) of well-established medicinal use (Article 
10a of Directive 2001/83/EC)

• homeopathic medicinal products (Articles 13–16 of Directive 2001/83/EC), and

• traditional herbal medicinal products (Articles 16a–16i of Directive 2001/83/EC) 

Such types of medicinal products do not have to submit their own clinical trial data for the adult 
population. Given the overall objective of avoiding an unnecessary duplication of studies, they are 
consequently also exempted from the obligation to submit such data for the paediatric population. 

Procedure to obtain a PIP

Submission
PIP proposals or waiver requests must be submitted at the latest when completing the human 
pharmacokinetic studies in adults (phase I studies), which can coincide with the initial tolerability 
studies, or the initiation of the adult phase II studies (proof-of-concept studies). The submission 
cannot occur after initiation of pivotal trials or confirmatory (phase III) trials.

PIP proposals or waivers are submitted to the Paediatric Committee (PDCO), which is a scientific 
committee within the EMA. The PDCO replaces the previous Paediatric Working Group 
and is primarily responsible for the scientific assessment of PIPs, waivers and deferrals (see 
further below).

While an applicant can only request a product-specific waiver, the PDCO can grant a product-
specific or class waiver of its own motion.
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Approval
Following receipt of a PIP proposal or waiver, the PDCO adopts an opinion within 60 days.

As such, the PDCO will decide whether:

• the proposed studies will ensure the generation of the necessary data determining the 
conditions in which the medicinal product may be used to treat the paediatric population or 
subsets of it

• the expected therapeutic benefits of the medicinal product justify the studies proposed, and

• the measures proposed to adapt the formulation of the medicinal product for use in different 
subsets of the paediatric population are appropriate

The 60-day period may be extended by another 60 days if the PDCO proposes modifications to 
the PIP proposal. The clock is then stopped until the additional information has been provided.

After the initial adoption by the PDCO, the opinion only becomes final after a 30-day period in 
which the applicant can request re-examination.

After the PDCO’s opinion has become definitive, the EMA approves or denies the PIP or waiver 
within ten days. Such decision is made public after omission of any information of a commercially 
confidential nature.

The above procedure for approving a PIP takes on average 8–12 months from start to finish. 
However, as explained further below, actually completing the PIP afterwards takes much longer 
and can last up to several years.

Modification
A PIP is binding once approved, which means that changing the paediatric studies set out in the 
PIP, including the protocol design, number of patients and the study timelines, will require the filing 
of a formal PIP modification request with the PDCO.

After receiving a modification request, the PDCO must issue an opinion within 60 days, which 
again becomes final only after a 30-day period in which the applicant can request re-examination.

After the opinion has become definitive, the EMA approves or denies the PIP modification 
within ten days. Such decision is made public after deletion of any information of a commercially 
confidential nature.

As non-compliance with the PIP will prevent the grant of the MAA, the applicant should consider 
submitting a request to the PDCO for a modification if the PIP becomes unworkable or is no 
longer appropriate.

In practice, it is customary for several PIP modifications to occur during the development of 
medicinal products, since the results of later stage clinical trials in adults can require changes to 
the paediatric studies proposed in the initial PIP.

Obligations and incentives in the EU 
—paediatric studies

What are paediatric studies?
Paediatric studies are any studies including patients under the age of 18. This can include both (i) 
studies in paediatric patients only or (ii) studies in both adult and paediatric patients.

As indicated above, the PIP of a medicinal product contains an overview of the proposed 
paediatric studies for such product. Paediatric studies can be conducted with the aim of 
completing an agreed PIP.

They can, however, also take place outside the context of a PIP after the medicinal product has 
already been authorised.

Obligation to conduct paediatric studies and include the results in the MAA
In the context of a PIP, completing all proposed paediatric studies is a requirement for obtaining (i) 
an MA and (ii) the reward (as discussed further below, see: Obligations and incentives in the EU—
rewards for completing a PIP and its paediatric studies).
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In addition to the standard data package for all MAs (for more information on the content of an 
MAA, see Practice Note: Marketing authorisations in the EU—content and form of the application 
and other practical considerations), in principle, all MAAs for medicinal products which have not 
yet been authorised in the EU must include:

• the PIP approval decision, and

• the results of all paediatric studies and all information collected in compliance with the PIP

This obligation also applies to:

• variation or extension applications for line extensions of existing medicinal products that are 
still protected by an SPC or a patent qualifying for an SPC, and

• PUMAs (see: Obligations and incentives in the EU—paediatric-use marketing authorisation 
further below)

The obligation to include the results in the MAA does not apply in case of (i) an exception (see 
above), (ii) a product-specific or class waiver (see ‘Waivers and exceptions’ above), or (iii) a deferral 
(see below).

In such case, the decision to grant a deferral or a waiver must be included in the MAA.

Deferral
Generally, the paediatric studies laid out in the PIP must be conducted in parallel with adult 
studies. However, an applicant can request a deferral for the initiation or completion of (part of) 
the PIP if duly justified on scientific and technical grounds, or on grounds related to public health.

Note that such deferral only applies to actually conducting the studies. The applicant must still 
submit details of the planned paediatric studies and timelines contained in the PIP.

The deferral request must be made to the PDCO at the time of the submission of the PIP. If 
granted, the PDCO will specify the time limits for initiating or completing the studies.

The PDCO grants a deferral if:

• it is appropriate to conduct studies in adults prior to initiating paediatric studies in order to 
first obtain sufficient evidence demonstrating safety and efficacy in the adult population, or

• conducting the paediatric studies concurrently would delay the MA for adults 

In practice, it appears that nearly all paediatric studies (and neonatal studies in particular), 
conducted on new medicinal products which are also intended for the adult population, are 
deferred until the adult studies are completed.

This may lead to delaying paediatric patients’ access to a properly authorised paediatric medicine 
and continuing off-label use of medicines in the paediatric population.

Preliminary compliance check
Prior to submitting an MA, applicants can request the PDCO to verify whether all measures, 
including the timelines, have been completed in accordance with the key elements 
specified in the PIP.

Although not mandatory, applicants are strongly recommended to request a PIP compliance check 
prior to submitting their MAA to prevent delays in validating their MAA.

The PDCO issues its opinion within 60 days, which is also published on the EMA’s website.

Assessment of the MAA
If a compliance check has not been requested from the PDCO, such compliance check will be 
carried out as part of the validation of the entire MAA, unless no compliance check is required 
because there is a full waiver or because the dates for the initiation and completion of all the 
studies and measures agreed in the PIP fall after the date of submission of the MAA.

For the central authorisation route, the Committee for Medicinal Products for Human Use (CHMP) 
is responsible for assessing MAAs (including for medicines for use in children) and compliance 
with a PIP, waiver or deferral. For other authorisation routes, the national regulatory authorities 
perform the assessment. For more explanation of the various MA routes and the role of the EMA, 
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CHMP and national authorities, see Practice Note: Marketing authorisations in the EU—regulatory 
procedures for approval of medicinal products.

If necessary, the CHMP and national authorities can also request the PDCO to:

• assess compliance of the MAA with the PIP and formulate an opinion thereon, or

• assess the data generated in accordance with the PIP and formulate an opinion on the quality, 
safety or efficacy of the medicinal products for use in the paediatric population 

A distinction must be made between a full and a partial compliance check. A full compliance check 
means a compliance check for a fully completed PIP, ie for all measures. A partial compliance check 
on the other hand refers to a compliance check for a PIP that is only partially complete as some 
measures were deferred. To benefit from the rewards provided in the Paediatric Regulation, a full 
compliance check is necessary.

If the compliance check is negative, regardless of whether this is a full or partial compliance 
check, the MAA cannot be validated and the medicinal product is not eligible for the rewards 
described below.

The competent authority will issue a positive compliance statement if:

• the MAA complies with all the measures contained in the PIP for which there is no deferral or 
for which the deferral deadline occurs before the date of submission of the MAA, and

• the summary of product characteristics (SmPC) and, if appropriate, the package leaflet 
(together the ‘product information’) reflect the results of studies 

If a waiver or deferral was granted, this must also be included in the product information.

If the compliance check (where required) is positive, regardless of whether this is a full or partial 
compliance check, the MAA is validated by the competent authority and the actual scientific 
assessment of the application commences. 

Obligations and incentives in the EU— 
rewards for completing a PIP and its paediatric studies

Paediatric extension
Completing a PIP and all the paediatric studies contained therein takes on average five 
to ten years.

Companies that have completed all paediatric studies in accordance with the agreed PIP, can 
benefit from a paediatric extension (PE) for their medicinal product.

A PE extends the term of the SPC of the medicinal product by six months. For more information 
on PEs, see Practice Note: Supplementary protection certificates and paediatric extensions.

To benefit from a PE, several conditions must be met:

• the medicinal product is protected by an SPC or a patent which qualifies for the 
grant of an SPC

• all studies in the agreed PIP have been conducted, as confirmed by a compliance statement

• the product information of the medicinal product includes information on the results (whether 
positive or negative) of the paediatric studies

• in respect of products that are not centrally authorised, the medicinal product is authorised in 
all Member States, and

• the product is not designated as an orphan medicinal product (see below for the reward 
available for the orphan medicinal products) 
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In order to obtain a PE, an application for a PE must be submitted to the relevant national patent 
office in accordance with Article 8 of the SPC Regulation which requires the submission of a copy 
of the compliance statement and, where necessary, proof that the product is authorised in all 
Member States.

Note that it is not required that the PIP actually leads to the authorisation of a paediatric indication 
as long as the above conditions are met.

However, if a full waiver was obtained in respect of the entire paediatric population for the PIP 
condition(s) relating to the indications that are the subject of the MAA, the PE will not be granted. 
This is because there would have been no studies conducted in compliance with an agreed PIP, 
which is required to benefit from a PE.

Furthermore, where an applicant obtains a one-year extension of marketing protection as a 
result of authorisation for a new paediatric indication that brought a significant clinical benefit in 
comparison with existing therapies, a PE cannot be obtained as a result of the same MAA. For 
more information about marketing protection, see Practice Note: Regulatory data protection.

Orphan reward
Orphan medicinal products benefit from an additional two years of market exclusivity if:

• all studies in the agreed PIP have been conducted, as confirmed by a compliance 
statement, and

• the product information of the medicinal product includes information on the results (whether 
positive or negative) of the paediatric studies 

This orphan reward can however not be cumulated with a PE.

Between the entry into force of the Paediatric Regulation and 2019, only 11 orphan medicinal 
products obtained a two-year extension of their market exclusivity. A reason for this may be that 
the orphan reward was originally introduced based on the premise that most medicinal products 
obtaining an orphan designation are already off-patent. Therefore, the reward could not be linked 
to the SPC but had to be linked to market exclusivity. However, more and more newly authorised 
orphan medicinal products are on-patent. Some companies voluntarily waive the orphan status to 
make the medicinal product eligible for the PE instead, as the PE extends the term of an SPC which 
can provide broader protection, while the orphan reward is limited to protecting the orphan use.

Report to the European Commission on companies and products that have benefited from any of 
the rewards and incentives in the Paediatric Regulation and on the companies that have failed to 
comply with any of the obligations in this regulation for the Year 2019, EMA/621511/2020, p 10

Obligations and incentives in the EU— 
paediatric-use marketing authorisation

Obtaining a PUMA
For previously authorised but older medicinal products, the Paediatric Regulation provides for a 
dedicated PUMA to incentivise the development of off-patent medicinal products with paediatric 
indications.

The PUMA is ‘a marketing authorisation granted in respect of a medicinal product for human 
use which is not protected by a supplementary protection certificate under Regulation (EEC) 
1768/92 or by a patent which qualifies for the granting of the supplementary protection 
certificate, covering exclusively therapeutic indications which are relevant for use in the paediatric 
population, or subsets thereof, including the appropriate strength, pharmaceutical form or route of 
administration for that product’.

To obtain a PUMA, a medicinal product needs to fulfil the following three criteria:

• it is already authorised (otherwise Article 7 of the Paediatric Regulation would apply)

• it is not (or no longer) covered by an SPC or a patent qualifying for an SPC, and

• the application covers exclusively therapeutic indications for the paediatric population or 
subsets thereof, with, if necessary, an age-appropriate formulation
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Content-wise, a PUMA application must include:

• information necessary to establish the quality, safety and efficacy of the product in the 
paediatric population, including any specific data needed to support an appropriate strength, 
pharmaceutical form or route of administration for the product, in accordance with an 
agreed PIP, and

• a risk management plan detailing the measures to ensure appropriate follow-up of efficacy and 
possible adverse reactions to the paediatric use of the medicinal product. This obligation also 
applies to other MAAs, variation or extension applications that include a paediatric indication 

Note that a PUMA does not have to cover the whole paediatric population, but can target a 
specific age group.

The PUMA application may also cross-refer to data in the dossier of an authorised product, taking 
into account the regulatory data protection applicable to that product. Therefore, an application 
can cross-refer to data in the dossier of an authorised product owned by a different MA holder 
provided the regulatory data protection period has expired.

Co-ordination Group for Mutual Recognition and Decentralised procedures—Human (CMDh), 
Recommendations on Paediatric Use Marketing Authorisations, CMDh/152/2009, p 1

A PUMA holder can also use an existing brand name of the medicinal product for which it has 
already obtained an MA for use in adults if such product has the same active ingredient. This 
allows the PUMA holder to benefit from the brand’s existing goodwill.

While PUMAs can in principle be granted irrespective of the authorisation route followed, the 
Paediatric Regulation provides that PUMAs are eligible for the centralised procedure, even if the 
application falls outside of the optional scope of this procedure.

Obligations and incentives in the EU— 
rewards linked to a PUMA

Partial fee exemption
If a PUMA is submitted via the centralised procedure, the applicant benefits from a 50% fee 
reduction for:

• the filing of the application

• the pre-authorisation inspections, and

• the processing of other regulatory activities during the first year following the grant 
of the PUMA (ie extension of MA, type-IA, IB and II variations, annual fee and post-
authorisation inspection) 

Regulatory data and marketing protection
In addition, if a PUMA is granted, the medicinal product benefits from ten years of regulatory data 
and marketing protection, consisting of eight years of regulatory data protection plus two years of 
marketing protection.

This marketing protection can be extended by one year up to a maximum of 11 years if a new 
indication that is considered to be of significant clinical benefit in comparison with existing 
therapies is authorised in the first eight years.

Research funding
Lastly, as stated above, a PUMA must include paediatric data collected in accordance with a PIP. To 
encourage research on older active substances, the EU provides research funding for studies on 
potential paediatric use of medicinal products which are no longer covered by a patent or SPC.

Such funding is granted through the EU Framework Programmes for the development of 
medicines, such as the ‘7th Framework Programme’ (FP7) and ‘Horizon 2020’.
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The EMA publishes a priority list of paediatric therapeutic needs for which studies are required 
and funding should in any event be reserved.

It must be remarked that between the entry into force of the Paediatric Regulation and 2019, only 
six PUMAs were granted. The reasons for this lack of success may include (i) the fact that drug 
developers fear persistent off-label use of competitor products and (ii) the fact that it is difficult 
to obtain higher prices than those applicable to the existing product to cover the cost of new 
clinical research.

In light thereof, it is possible that the PUMA scheme will be revised in the context of the more 
general revision of the Paediatric Regulation (see further below).

Other general rewards and incentives in the EU
Free scientific advice and protocol assistance

In addition to the rewards linked specifically to a PIP or a PUMA, the EMA also provides free 
scientific advice or protocol assistance (ie scientific advice specifically for orphan medicinal 
products) on any question related to the paediatric development of a medicinal product whose MA 
is sought under the centralised procedure.

Such scientific advice can be requested prior to the submission of a PIP or during its 
implementation. The advice is prepared by the Scientific Advice Working Party (SAWP) in co-
operation with the PDCO and is formally adopted by the CHMP.

Furthermore, the following assessments by the PDCO are free of charge:

• PIP proposals

• waiver applications

• deferral applications, and

• PIP compliance checks 

The Commission annually publishes the names and products of companies which have benefitted 
from any of the above paediatric rewards and incentives, as well as those which have failed to 
comply with the Paediatric Regulation. A list of all reports can be found here.

Incentives at Member State level
In addition to the incentives provided under the Paediatric Regulation, Member States can 
implement national incentives to support research into, and the development and availability of, 
paediatric medicines.

The Commission keeps a publicly available inventory of all incentives and rewards available at EU 
and Member State level.

Based on this list, it appears that the incentives at Member State level primarily concern financial 
incentives, expert advice and national research projects.

Post-authorisation obligations in the EU
The Paediatric Regulation finally also imposes certain post-authorisation obligations on MA holders 
after the MA is granted.

Obligation to place on the market

If a medicinal product that was already on the market for other indications received a paediatric 
indication (in accordance with Article 8 of the Paediatric Regulation), the MA holder must, within 
two years of the approval of the paediatric indication, place the medicinal product on the market 
taking into account the paediatric indication.

The date of placing the medicinal product on the market is the date of first release into the 
distribution chain.

This obligation does not apply to PUMAs; as for PUMAs, there is already the general obligation to 
place the product on the market under the so-called ‘sunset clause’. If the medicinal product is not 
marketed within three years of the MA being approved, the MA indeed expires.
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The EMA keeps a register with the deadlines for the pharmaceutical companies to put their 
products on the market in accordance with the Paediatric Regulation.

Furthermore, if an MA holder intends to discontinue a medicinal product with a paediatric 
indication for which the MA holder has benefitted from a PE or additional marketing protection as 
described below, and that reward has expired, then the MA holder must:

• transfer the MA to another entity which has declared an intention to continue to supply 
the product, or

• allow such entity to use the pharmaceutical, pre-clinical and clinical documentation contained 
in the file of the product, and

• notify the EMA of its intention to discontinue the product no less than six months before such 
discontinuation 

Annual deferral reports
Once a medicinal product is authorised and a deferral for completing the PIP was granted, the MA 
holder has to report annually to the EMA on its progress on the deferred measures.

Publication of paediatric studies
For certain authorised products, MA holders may already hold data on safety or efficacy in the 
paediatric population. To improve the amount of information available, MA holders must submit 
for assessment the results of any MA holder-sponsored paediatric studies with respect to an 
authorised medicine, either to the CHMP or the national competent authorities, depending on the 
authorisation route followed.

This includes paediatric studies that are (i) completed or discontinued, and (ii) published or not.

The results must be submitted within six months of completing each study. Studies are deemed to 
have been completed on the date of the last visit of the last trial subject in the study, or at a later 
point in time as defined in the trial protocol.

Communication from the Commission—Guideline on the format and content of applications for 
agreement or modification of a PIP and requests for waivers or deferrals and concerning the 
operation of the compliance check and on criteria for assessing significant studies, p 11

This obligation applies regardless of:

• the authorisation route followed

• whether the paediatric studies are part of a PIP

• whether the MA holder intends to apply for a paediatric indication, or

• whether the authorised medicinal product falls under one of the categories of Article 9 of the 
Paediatric Regulation 

The EMA publishes the main elements of the trial protocol and a summary of the results of all 
paediatric studies conducted anywhere in the world via the European Clinical Trials Register (the 
EudraCT database) if the trial is:

• part of an agreed PIP, or

• simply sponsored by an MA holder and involves the paediatric use of a medicinal product 
(Article 46 of the Paediatric Regulation)

EU sanctions
Both the Commission (with respect to medicinal products authorised under the centralised 
procedure) and Member States (with respect to medicinal products authorised under the national, 
decentralised or mutual recognition procedure) can impose sanctions on companies that do not 
comply with the provisions of the Paediatric Regulation.
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Regulation (EC) 658/2007, the Penalties Regulation, lists the following infringements of the 
Paediatric Regulation which can lead to the imposition of penalties:

• failure to submit complete and accurate particulars and documents to the extent that the 
infringement concerns a material particular (Article 1(1))

• failure to operate a risk management system (Article 1(13))

• failure to conduct post-authorisation studies and submit them for review (Article 1(16))

• failure to comply with the time limits for initiating or completing the paediatric studies 
specified in a deferral decision (Article 1(24))

• failure to place the medicinal product on the market within two years of the date on which the 
paediatric indication is authorised (Article 1(25))

• failure to submit paediatric studies for assessment, including the obligation to enter 
information into the European database (Article 1(27))

• failure to submit an annual update report to the EMA in the event of a deferral decision 
(Article 1(28)), and

• failure to inform the EMA of the intention to discontinue the medicinal product no less than 
six months before the discontinuation (Article 1(28)) 

A penalty can amount to:

• a fine of 5% of the MA holder’s turnover in the EU in the preceding business year, for 
intentional or negligent infringements, and

• a periodic penalty payment of 2.5% of the MA holder’s daily turnover in the EU in the 
preceding business year for every day the infringement is not terminated 

As stated above, the Commission reports annually on companies which have failed to comply with 
the Paediatric Regulation. From these reports, the main infringements appear to relate to:

• late submissions of PIP and waiver applications to the PDCO

• failure to complete the PIP in due time and submit the PIP within six months of 
completion, and

• failure to submit annual reports on deferrals in due time 

Review of the EU legal framework on paediatrics
As part of its mission to fulfil unmet medical needs and ensure the accessibility and affordability of 
medicinal products, the Commission has decided to reopen the Paediatric Regulation.

This reopening follows multiple previously published reports, impact assessments and stakeholder 
consultations on the Paediatric Regulation.

These reports include the Commission’s five- and ten-year reports on the implementation of the 
Paediatric Regulation, as well as the Commission’s joint evaluation of the Paediatric Regulation and 
the Orphan Regulation, published in August 2020, assessing to what extent these Regulations have 
proven effective, efficient, relevant, coherent and bearing EU added value.

The Commission’s conclusions in these reports are fairly consistent, and note that there has been 
a general increase in the number of authorised paediatric medicines and amount of information 
available, as well as in the amount of paediatric clinical trials and research in previously neglected 
paediatric subpopulations being conducted.

However, it has also been pointed out that a number of challenges remain, including:

• the most common reward is the PE. Little use has been made of the orphan reward and 
the PUMA scheme. With respect to the PUMA, the Paediatric Regulation has failed to 
generate specific interest in investing in known compounds that have been on the market 
for a long time
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• the ratio of PIPs being approved versus a waiver being granted is approximately 2/1, which 
goes against the main aim of the Paediatric Regulation that every new adult medicine has 
been researched for its potential paediatric use

• the positive results are not evenly spread among all therapeutic areas. The Paediatric 
Regulation has no effective instruments to direct research and development toward the 
highest unmet needs for children or child-only development and works better in areas where 
the needs of adult and paediatric patients overlap

• only about half of the completed PIPs have led to a PE. This is because (i) not all products 
covered by the obligation are eligible for an SPC and (ii) the PE must be requested two years 
before the SPC expires. Given the length and complexity of the paediatric studies to be 
conducted, some companies fail to complete the PIP on time

• the PE is linked to SPCs, which are national titles that require extension requests to each 
national patent office. The use of an external reward system linked to another legal instrument 
leads to complications and inefficiencies

• the PIP application and related administrative procedures are considered burdensome, 
especially the frequent modification of a PIP

• the development and later availability of paediatric medicines is often delayed due to the large 
number of deferrals being granted. In addition, the launch of a paediatric indication or product 
on a national market is often linked to the launch of the corresponding adult product, for 
which companies often rely on a staggered roll-out 

Based on the above, the Commission and the EMA have developed an action plan, identifying 
a number of areas where short-term actions could address shortcomings in the following five 
topic areas:

• identifying paediatric medical needs

• strengthening of co-operation of decision makers

• ensuring timely completion of PIPs

• improving the handling of PIP applications, and

• increasing transparency around paediatric medicines 

Following this evaluation, the Commission published a roadmap in November 2020, describing the 
main problems identified in the evaluation and setting out an outline of the policy options to be 
considered. Some revisions to the Paediatric Regulation proposed in this roadmap include:

• criteria to determine unmet needs for children and a system to identify products developed to 
address such needs

• a (novel) reward only for medicines addressing unmet needs

• improved rules linking the rewards to a timely completion of the PIP as well as to the placing 
on the market of the products in most/all Member States

• a revision of the conditions for granting exemptions from the obligation to study all new 
medicines in children

• limitations/conditions to the delays allowed for the conduct of clinical studies in children, and

• improvements of the functioning of the existing PUMA scheme

A public consultation was conducted until 30 July 2021 regarding these suggested amendments, 
and the Commission is currently analysing the impacts of future policy options to update the 
legal framework.

A new proposal for the Paediatric Regulation is expected in the first quarter of 2022. For updates 
on both the Pharmaceutical Strategy and the revision of the Paediatric Regulation, see Practice 
Note: Life sciences tracker—EU—Consultations. 
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UK regulatory regime

UK legal framework—introduction
The Paediatric Regulation was directly effective in law in the UK until 31 December 2020 (IP 
completion day). This marked the end of the transition period, which followed the departure of the 
UK from the EU on 31 January 2020.

For a period of at least four years from IP completion day, there will exist two regulatory 
jurisdictions in the UK for medicinal products and medical devices: (1) Great Britain, and (2) 
Northern Ireland.

The Medicines and Healthcare products Regulatory Agency (MHRA) acts as the competent 
national authority for each jurisdiction, in terms of both the approval of medicines and the 
enforcement of the law in relation to their placing on the market.

The licensing authority is the Secretary of State for Health and Social Care, who acts on the advice 
of and through the MHRA.

Whether this regime continues after four years will depend on the consent of the people of 
Northern Ireland and also on the outcome of negotiations between the UK and the EU in relation 
to the Northern Ireland Protocol.

Northern Ireland
The Paediatric Regulation remains directly effective in respect of medicinal products with 
MAs granted by the EU and placed on the market in Northern Ireland either before or after IP 
completion day. Such medicinal products can move freely from the EU into Northern Ireland 
and vice versa.

Medicinal products authorised nationally for the Northern Ireland market by the MHRA are also 
subject to EU law although this position may change imminently should there be changes to the 
Northern Ireland protocol as argued for by the UK government.

Great Britain
The law in relation to paediatric medicinal products in Great Britain, and nationally authorised 
products placed on the market in Northern Ireland, has been amended by the insertion of the 
Human Medicines (Amendment etc) (EU Exit) Regulations 2019, SI 2019/775 into the Human 
Medicines Regulations 2012 (HMR 2012), SI 2012/1916.

HMR 2012 were made in exercise of powers conferred by the European Communities Act 1972 
(now repealed) and the Medicines Act 1968.

The Human Medicines (Amendment etc) (EU Exit) Regulations 2019 were made in exercise of 
powers conferred by the European Union (Withdrawal) Act 2018.

The Human Medicines (Amendment etc) (EU Exit) Regulations 2019 were themselves amended by 
the Human Medicines (Amendment etc) (EU Exit) Regulations 2020, SI 2020/1488.

The amendments very largely reflect the scheme for the regulation of paediatric medicinal 
products as it existed under the EU’s Paediatric Regulation before IP completion day.

The rules relating to the placing of nationally authorised products on the market in Northern 
Ireland follow most of the provisions of EU Directive 2001/83/EC. 

Obligations and incentives in the UK—PIP

PIP requirements and procedure
An applicant for:

• an initial MA, or

• a line extension in relation to a medicinal product which is already the subject of a UKMA(GB) 
or UKMA(UK), where the medicinal product is protected in the UK by an SPC or a patent 
which qualifies for the granting in the UK of an SPC must provide, in addition to the standard 
data package for all MAs, the results of all studies performed, and details of all information 
collected, in compliance with an agreed PIP.
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In respect of an application for a UKMA(UK), the applicant must also comply with the requirements 
of the Paediatric Regulation in connection with any EU-agreed PIP in relation to Northern Ireland.

There is no requirement that the PIP must be carried out in the UK, wholly or in part. The studies 
that form part of the plan may comprise the same studies agreed with the EMA but the PIP will, 
nevertheless, need to be submitted to and agreed with the MHRA.

An application for the agreement of a PIP must be submitted no later than on completion of 
the human pharmacokinetic studies in adults in the product concerned, although the licensing 
authority can agree to a later request.

A PIP for the UK must include the same information as stated above under Article 15(2) of the 
Paediatric Regulation.

In considering whether to agree to a PIP, the MHRA will assess the same factors as the PDCO 
does under Article 17(1) of the Paediatric Regulation.

The MHRA has issued guidance on the procedures for UK PIPs. The MHRA offers an expedited 
assessment where possible, mirroring the submission format, content and terminology of the EU’s 
PIP system. Applicants should include information relevant specifically to the UK, particularly with 
respect to any areas of unmet therapeutic need that the product intends to cover.

The MHRA has also published guidance on the format and content of applications for agreement 
or modification of a PIP, which also covers requests for waivers and deferrals. The guidance also 
describes the operation of the compliance check, which is an essential step in the granting of a PE 
(see below).

If an agreed PIP becomes unworkable or no longer appropriate, the MHRA may, following a 
request, grant modifications, a deferral or waiver.

Waivers
The licensing authority, acting on the advice of the MHRA, can grant a full waiver of the obligation 
to produce the results of a PIP if one of the conditions also described above pursuant to Article 11 
of the Paediatric Regulation is satisfied.

A waiver may be granted:

• in respect of the entire paediatric population, or a subset of it

• in respect of all of the therapeutic indications for the medicinal product concerned, or only 
some of them

• of its own motion, or at the request of the applicant, or

• in respect of a specific product or a class of medicinal products

A request for such a waiver must be submitted not later than on completion of the human 
pharmacokinetic studies in adults in the product concerned, although the licensing authority can 
agree to a later request.

Information about a waiver must be included in the product information.

A waiver may be revoked if the licensing authority considers that the reasons for granting it no 
longer apply. In the event that a waiver is revoked the holder of the UKMA to which it relates must 
submit the results of a PIP within 36 months.

Deferrals
The licensing authority, acting on the advice of the MHRA, can agree to a deferral of the initiation 
or completion of some or all of the measures set out in a PIP, if this can be justified on scientific 
and technical grounds, or on grounds related to public health.

The licensing authority also has the power to decide of its own motion to grant a deferral.

The deferral request is made at the same time the PIP is submitted.

The licensing authority must grant a deferral under the same conditions as set out above under 
Article 20 of the Paediatric Regulation.

The licensing authority will specify what are the time limits for the initiation or completion of the 
deferred paediatric studies.

Information about a deferral must be included in the product information.
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Obligations and incentives in the UK— 
rewards for completing a PIP and its paediatric studies

Paediatric extension (PE)
Subject to the following conditions, a medicinal product can benefit from a PE:

• an MA is granted to which the requirement to submit a PIP applies, or to which Article 7 or 8 
of the Paediatric Regulation applies and in relation to which there is an EU PIP

• the MHRA is satisfied that there has been compliance with the agreed PIP, and

• the results of all studies referred to in the PIP are included in the product information

A PE extends the term of the SPC of the medicinal product by six months.

The PE does not apply if the grant of such an application relates to a new paediatric indication 
and the holder of the UKMA has already obtained a one-year extension of the ten-year marketing 
protection period.

The PE does not apply where the territorial protection conferred by the SPC does not cover the 
whole of the UK and the UKMA in which the statement of compliance is included is not in force in 
the same part of the UK as the SPC.

Where the territorial protection conferred by the SPC does cover the whole of the UK and the 
UKMA in which the statement of compliance is included is in force in Great Britain or in Northern 
Ireland only, the paediatric reward applies in relation to Great Britain or Northern Ireland only (as 
appropriate).

Orphan reward
If the medicinal product which is the subject of an agreed PIP is an orphan medicinal product, the 
orphan reward of two additional years of orphan market exclusivity applies instead of the PE. 

Obligations and incentives in the UK—PUMA

Obtaining a PUMA
A PUMA may be granted on an application for a UKMA(GB) or UKMA(UK):

• for a relevant medicinal product which is not protected in the UK by an SPC or by a patent 
which qualifies for the granting of an SPC, and

• which covers exclusively therapeutic indications which are relevant for use in the paediatric 
population, or subsets of it, including the appropriate strength, pharmaceutical form or route 
of administration for that product

A PUMA application submitted to the licensing authority must include the same information as set 
out above under Article 30(2) of the Paediatric Regulation.

The application may also cross-refer to data in the dossier of an authorised product that is already 
the subject of a UKMA (subject to the expiry of any applicable regulatory data protection period).

A medicinal product which is the subject of a PUMA may retain the name of any medicinal product 
which contains the same active substance and in respect of which the PUMA holder has been 
granted a UKMA for use in adults.

Reward for obtaining a PUMA
If a PUMA is granted, the medicinal product benefits from ten years of regulatory data protection 
and marketing protection, ie eight years of data protection plus two years of marketing protection.
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Post-authorisation obligations in the UK
HMR 2012 also impose certain post-authorisation obligations on MA holders after a 
UKMA is granted.

Obligation to place on the market
A UKMA holder for a medicinal product that has been the subject of an agreed PIP and which 
has already been placed on the market for non-paediatric indications must place the product 
on the market for the paediatric indication before the end of the period of two years beginning 
immediately after the day on which the paediatric indication is authorised.

If the holder of a UKMA who has benefitted from any of the paediatric rewards, whether the PE, 
the orphan reward or the PUMA reward, intends to discontinue supply of the product to which 
that authorisation relates and the period of protection provided by those rewards has expired, 
then the holder must:

• transfer the UKMA to another person who has declared an intention to continue to supply 
the product, or

• allow such person to use the pharmaceutical, pre-clinical and clinical documentation contained 
in the file on that product, and

• notify the MHRA of its intention to cease to supply the product before the beginning of the 
period of six months ending immediately before the day on which the holder does so 

Publication of paediatric studies
The results of clinical trials which form part of a paediatric study, whether or not the study 
forms part of an agreed PIP or whether the sponsor intends to apply for an MA for a paediatric 
indication, must be submitted to the MHRA by the PIP sponsor or the MA holder within the period 
of six months beginning with the day on which the study ended. A longer period of up to 12 
months is permitted in cases where the study is being carried out outside the UK or where there is 
no UKMA for the product.

The MHRA has issued guidance on how to comply with the requirements for submission of 
paediatric studies and how such submissions will be processed and assessed. 

UK sanctions
HMR 2012, regs 89–90 and 92–94 create a number of offences in relation to the Paediatric 
Regulation which, following the departure of the UK from the EU, now apply only to medicinal 
products for sale or supply in Northern Ireland.

These offences are:

• withdrawal of a medicinal product from the market by an MA holder who has benefitted from 
one of the paediatric rewards or incentives provided by the Paediatric Regulation by ceasing 
to supply it without transferring the MA to another person who has the intention to continue 
to supply it (regulation 89)

• failure to inform the EMA of the intention to discontinue the medicinal product no less than 
six months before the discontinuation (regulation 89)

• failure to place the medicinal product on the market within two years of the date on which the 
paediatric indication is authorised (regulation 90)

• failure of a sponsor of a UK paediatric clinical trial to notify the results of that trial to the EMA 
within 12 months of the end of the trial in circumstances where the sponsor is not the holder 
of the MA or the product does not have an MA (regulation 92)

• failure to notify the results of a paediatric study to both the licensing authority and the 
EMA within six months in circumstances where the sponsor is the holder of a UKMA 
(regulation 93), and

• failure to submit an annual update report to the EMA in the event of a deferral decision 
(regulation 94)
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Short overview of the US paediatric regime
The Pediatric Research Equity Act (PREA) of 2003 gives the US Food and Drug Administration 
(FDA) the authority to require paediatric studies in certain development programmes, with the goal 
of obtaining paediatric labelling for more products and thereby expanding access to new medicines 
for children. It was amended by the FDA Reauthorization Act (FDARA) of 2017.

Under PREA, the FDA can require paediatric studies of a product for which a New Drug 
Application is submitted if the agency determines the product is likely to be used in a substantial 
number of paediatric patients, or if it would provide meaningful benefits for children over 
existing treatments.

The process can be initiated either by a drug company or the FDA. A drug company may submit 
a proposal to the FDA to conduct paediatric studies. If the FDA agrees that studying a drug may 
produce health benefits for children, the agency will issue a ‘Written Request’ addressing the 
type of studies to be conducted, study design and goals, and the age groups to be studied. Or the 
agency may issue a Written Request on its own initiative when it identifies a need for paediatric 
data. No matter how the studies are initiated, if the FDA determines that the data submitted 
fairly respond to the Written Request, then the company will be granted six months of paediatric 
exclusivity.

PREA restricts the FDA to the specific indication contained in the submission to the agency.

However, PREA applies to any application for a new ingredient, new indication, new dosage form, 
new dosage regimen, or new route of administration.

Under PREA, a paediatric assessment is required for new applications, except when waived or 
deferred, and is designed to provide data needed to evaluate the safety and efficacy of a drug or 
biologic and to support dosing and administration for each paediatric subpopulation for which the 
product has been found safe and effective.

A waiver to the requirement for a paediatric assessment is granted when the necessary studies are 
impossible or highly impractical, when there is strong evidence suggesting the product would be 
ineffective or unsafe, or when the product does not represent a meaningful therapeutic benefit 
over existing therapies and is unlikely to be used in a substantial number of paediatric patients.

Partial waivers may also be granted for a specific paediatric subpopulation (for example, 
adolescents or neonates). A partial waiver may be granted as well if a product’s specific 
formulation cannot be effectively altered. For example, if the chemical properties of a medication 
prevent its production as a liquid, it may be waived from study in newborns or children under five 
years of age, who would require a liquid formulation.
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