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Disclaimer

The views expressed in this presentation are the personal views of the
author and may not be understood or quoted as being made on
behalf of, or reflecting the position of, the EMA and its committees
and working parties with which the author is affiliated. The Union is
not liable for any use that may be made with the information
contained therein.

Reproduction is permitted provided the source is acknowledged.

No financial disclosure to declare
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The EU Paediatric Regulation
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o 12 Decermher 2008 pharmaceutical industry to
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develop medicines for use

in a particular subset of the

Entered into force in 2007 to facilitate R&D an‘dﬁvar

patient population

* ensuring high quality research
e avoiding unnecessary studies
* not delaying the authorisation of medicines for adults
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Paediatric Investigation Plan (PIP)

* obligation to conduct the
paediatric studies in compliance
with an approved PIP

Drug discovery
on paediatric-
relevant targets

Animal studies

, using juvenile
Odels

 details of to demonstrate

Pharmacovigilance '

ualit

qff- / Paediatric drug

€icacy development s
Safet)’ appropriate

formulations

of the medicinal product for a
therapeutic indication in the
paediatric population
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Paediatric
biomarkers

Modelling&
Simulation



New
medicine

PIP within the R&D

pu]

PIP or
Waiver

Pediatric delvelc;pment

PIP —>| PIP ::>
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to be submitted early
during product
development (no later
than adult phase |l
studies start — not after
adults phase lll)

can also include waivers
(to conduct paediatric
studies) or deferrals
(right to delay PIP
completion)



Rewards and incentives

Unauthorised products

Obligation to submit results compliant with agreed PIP
at the time of MAA

6-month SPC* also in

In-patent authorised products ,
case of negative results

Obligation to submit results compliant with agreed PIP
at the time of application for new indication, route,
formulation

Off-patent products

PUMA: 10-year data &
market exclusivity

Optional PIP covering paediatric indication and
formulation

eETR I @ * Supplementary Protection Certificate
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Paediatric Regulation outcomes

* {I paediatric medicines
 { agreed PIPs
» I paediatric trials
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Number of authorised paediatric medicines

Centrally-approved medicines up to 2003 Centrally-approved medicines up to 2025

1600
/ 1400
250 - / 1200
200 - 1000
150 / 800
/ 600
100 -
400
50 -
200
0 T 1
Paediatric Adult 0
B pMPs (paediatric) @ MPs (adults)
Ceci A. et al, EJCP 2006 Source: European Public Assessment Reports and TEDDY e-PMD
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Paediatric unmet needs

* Part of unmet therapeutic needs still exists

“- * Many medicines not studied in children = off-label
g » ] * ~ 90% of rare diseases can begin in childhood =
L - ‘children are orphan two times’

i, -
: =] e u EC Joint Evaluation 2020 (SWD(2020) 163 final)
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Number of PIPs

2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 TOTAL

Full waiver 3 43 70 55 45 47 54 48 51 54 81 90 98 129 122 95 132 114 25 1356
granted

PIPs 0 22 41 116 46 45 53 58 66 84 69 65 82 130 145 203 267 293 70 @ 1855
agreed

Anaesthesiology =
Blood and lymphatic system disorders |
Cardiovascular diseases " w——""
Dermatology [ —
Diagnostic [
Endocrine disorder:s | s
Gastroentology-Hepatology |5 S
Haematology-Hemostaseology (e s
1M MU NE Sy Ste M di SO 0l 1S | s
Infeectious disease s | s S
Metabolism and nutrition disorders
Neonatology [mmmm
IN € U0 |0 gy | s
ONCO |0y | s S
Ophthalmology s
Ot | S
Oto-rhino-laryngology ™

. Renaland urinary disorders
SOUfC@. EMA WebSIte Respiratory, thoracic and mediastinal disorders =

" 0 50 100 150 200 250 300
e P T R I (': Agreed PIPs till 2025
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Number of PIPs and paediatric medicines

Paediatric

Regulation (voluntary) PUMA

Directive

PIP agreed by the PDCO

NO PIP agreed by PDCO

2001/83/EC  Results from pre-clinical or clinical studies to be provided

TABLE 4 | Pasdiniric siuiies charsciensiics

p-CMPs In the PIP
group™ [41-100%:)

p-OMPs in the ne-PIP p-value®
group** (16-100%)

Studies by MP p-MPs in the PIP p-MPs in the no-PIP p-value®
group [128-100%4) group (47=-100%:]

Sludy poprdaton nckcng only chiidan I ) T (408

All 3 phases siudies BE (TOH) B (3495

M. of studies ny approved drag 4.3 1.6

B (385 01563
4 [25%) <0001
1.5

"Chi-pquare fasty  p-OMPs heve si5o bean coumiad in the orewiows cobmns
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Toma M, et al, Frontiers 2021
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Number of paediatric trials

In EU
* 2016: 631/ 2880 (22% out of the total)
* 2025: 277/ 2210 (12,5% out of the total)

Worldwide:
e 2016: 5111/ 26471 (19%)
e 2025: 6629 / 38064 (17%)

Source: EU clinical trials register; CTIS, clinicaltrials.gov
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EU research funds
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18 agreed PIPs

* 3 PIPs completed -> 3 new PUMAs
(hybrids for all paediatric ages)

Enalapril, Aqumeldi®

Paediatric formulation: orodispersible
tablets

Hydrocortisone, Alkindi®

Paediatric formulation: granules

ePTRI ©
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Active e e e . .
Project Addressed paediatric indication(s) Therapeutic area
Substance(S)
Ciprofloxacin® . i .
TINN treatment of infections in preterm and term newborns
Fluconazole
TINN2 Azithromycin treatment of infections in preterm and term newborns
treatment of late-onset sepsis in neonates and infants aged
NeoMero Mer
Dopamine, Neoatricon®
NeoVanc Vani
L] . L] .
L]
1 Paediatric formulation: new |V solution
NeoOpioid
Fell
GAPP Gabapentin treatment of chronic pain
Methotrexate®
Loulla & Philla treatment of Acute Lymphoblas
6-Mercaptopurine®
] Malignant neoplasms
Cyclophosphamide L
03K treatment of paediatric
Temozolomide
EROC Doyorihicin® troatmant of childhond fancor
HIP trial Dopamine management of hypotensionin preterm newborns
[N ] Cik r\h.n-m'm e o Py o Lo L 4 H -'£§ P |
LENA Enalapril cardiac failure in children
NEMO Bumetanide i i o
ischemic encephalopathy Neurology
KIEKIDS Fthosuy il'll. m treatment of absence and myaclonic enilensy
TAIN Hydrocortisone® treatment of adrenal insufficiency in neonates and infants .
DMETEIZZ Motformin PR P L p Endocrinology
. Intensive
CloSed Clonidine* Sedation in intensive care .
care/anaesthesiology
DEEP Deferiprone® treatment of chroniciron overload Haematology
. . treatment of conduct disorder
PERS Risperidane i ) Child & adolescent psychiatry
treatment of schizophrenia
NEuroSIS

Respiratory and
Budesonide® prevention of bronchopulmonary dysplasia P v

cardiovascular disorders

* received an Orphan Drug designation (four in the same indication addressed by the project)

EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, PoIaRd

uqggieri, Torretta et al., Front. Med. 2025



https://www.frontiersin.org/journals/medicine/articles/10.3389/fmed.2024.1473862/full
https://www.frontiersin.org/journals/medicine/articles/10.3389/fmed.2024.1473862/full
https://www.frontiersin.org/journals/medicine/articles/10.3389/fmed.2024.1473862/full
http://www.google.it/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=bJuR4TwE1osW9M&tbnid=4net2mrNDroq2M:&ved=0CAUQjRw&url=http://cordis.europa.eu/fetch?CALLER=IT_FP7_NEWS&ACTION=D&RCN=26655&ei=Gl2XUpWmFpHFtAa3zYDYCA&bvm=bv.57155469,d.bGQ&psig=AFQjCNGe5XT9iKw-3UDrK4ZvhpMYQP8UHw&ust=1385737861618399
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What didn’t work?

* Paediatric unmet needs still relevant in certain areas e.g. paediatric-
only diseases, neonates

e Administrative burden / complexity of the PIP procedure
* Delayed conduct of paediatric studies

* Interaction between PDCO and other EMA committees/working

parties/groups A
9) ¢

¥

e Unattractive PUMA

oLl 1 . -
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Revision of Paediatric Regulation as part of the EU

April 2023: April 2024: June 2025:
EU Commission Vote from the Council of
proposal EU Parliament Europe position

released

The EU pharmaceutical system is undergoing
major reform through a new Regulation and
Directive redefining the authorisation of

medicines

€PTRI

released

©
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Agreement on

pharmaceutical

Pharma legislation revision

-0-0-< QWW

»er 11 December

Timeline

) December 2025

Political agreement on new pharmaceutical legislation

2026

Adnpted acts of the new pharmaceutical legislation enter into force

2026-2028

Transition phase

-EU Member States update their national laws to reflect the new rules
-European Commission adopts implementing and delegated acts to help
implement the new rules

-EMA and national competent authorities develop implementation guidance
and adapt their procedures and IT systems

2028

New pharmaceutical legislation becomes applicable

EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland Source: EMA website



Upcoming rules

T s i
Reg (EC) 726/2004 _ S
Reg (EC) 141/2000 | ™ 2

Reg (EC) 1901/2006

S

Directive

Dir. 2001/83/EC
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Modifications to Paediatric Regulation

Two Main Scientific Committess: =

+  Committes an Medicinal
Praducts for Human = Sl
Use (CHMF) of EMA

New Structure

Scientific
Committees

»  Pharmacovigilance Risk
Aesessment Commities
(PRAC) =

* To simplify procedures R
* To remove inconsistencies between opinions

€ PTRI O
ey PR EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland
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Working Groups, Working
Parties and Pool of Experts
will ratain expartse from other
existing commitiees, e.g..

»  Committas for
Advanced Tharapies
(CAT)

= Committes for Omhan
Pedicna! Producis

(COMP)

«  Paadiatnic Commitiea
(PDCO)

= Cm -

a working party
with scientific
expertise on
paediatric
medicinal products

CoE final conipromisc .ext of tr.e Requlation



Modifications to Paediatric Regulation

Experts from national competent authorities (NCAs) ->
broadest possible geographical distribution ’7

Minimum number of experts from NCAs -> prioritised over
external experts in a specific expertise area

Representatives of patients, healthcare professionals and
academia as possible members

NCAs not represented allowed attending meetings as a working party
with scientific

expertise on
Documents discussed accessible to all NCAs paediatric

medicinal products

observers

ePTRI €
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Modifications to Paediatric Regulation

Regulation

CHAPTER VI
PAEDIATRIC MEDICINAL PRODUCTS

Ariicle 74

Paediatric investigation plan

1 A paediatric investigation plan shall specify the timing and all the measures proposed to
assess the quality, safety and efficacy of the medicinal product in all subsets of the

paediatric population that may be concerned, In addition, it shall descnibe any measures to

adapt the pharmaceutical form, the strength, the route of adminmistration and the eventual

CoE final compromise text of the Regulation

ePTRI @
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PIPs

Waivers
Validation
Agreement
Deferrals
Modifications
Compliance
Decisions
Discontinuation
Scientific Advice
Data from PIPs
MA variations
PUMA
Paediatric trials information
EU network
Incentives

Fees waivers
Yearly reporting



Modifications to Paediatric Regulation

L. SECTIONT
°
| Deﬁ n Itl ons SPECIFIC REQUIREMENTS FOR PAEMATRIC MEDICINAL PRODUCTS
(7;%7) ‘pacd_iét;'ic >i_nvcstilga|i6n pl;ri‘ means a research and development programme aimed
a1 ensuring that the necessary data are generated determining the conditions in which Article 48
a medicinal product may be authorised to treat the paediatric population, Compliance with the p-—"- =5 fomstomtos e
(38) ‘paediatric population’ means that part of the population aged between birth and L. The competent authonty of the Membe @ PI P com PI lance =
under |8 years; puthorisation of variation of o markeli i s of
this Chapter or of the Chapter VIIL sh: © Data from PIPs femeus
laad down in Article 6(5). .
. . : in MSs
Paediatric information
RS TENF=OF SUSAMNIARY PR T CMARAL EEmE TS
1 ) Ths mediamin ol oo o chaaomi ans dal camabi (o b e | sl sl bales . fe Bdlow sm
ARy Chapter VII
b, i rore od the e pred ey fol brsed v b sveep e e pluneneesied e
II.I.'I el Wl drn] gt i o yueg sl e woerin e § e o bor wbda e el of 1B REE“I H_tur}" pmtmi“n! “nmE’l mtd i{:ﬂl “E-Eds ﬂnd rew
i Pt | Wi |y o el B e el of Fl e | dal .
dillmel The maie ] srdwarnce shid o shabirdsad dearigbes o all e inal . - o
' ' for paediatric medicinal products
(el pharer oozl fammn
idj chexy putcabn
R * Rewards (+ 6month SPC or +| year market protection
b paaekogr and iestbd wf ados s b o s s e, w b iacmnany £ chitha
’ o amstcoms for new indications bringing significant benefit)
e P T R I i el sy e e d e T e i i e o e Bl g
pmhin v,y b | v o b b e e bl ek wes il
S i sk 95 G P g e e SN e Leﬁng | 28-29 July 2026 | Warsaw, Poland CoE final compromise text of the Directive




Modifications to PIP procedure

LENGTH OF capped to 5 years (prolonged in ‘justified cases’)
DEFERRAL 2 /SIS NPEREa S L)
ASSESSMENT > EMA + CHMP consultation (+ WPs)
TIMELINES 60+60 = 90+90 days (70+70 for initial PIPs)
‘INITIAL’ PIP 2 only known details and timing of measures
e P TR I ,-..;;r,;~;~.-.-,.,-§, HEALTH INSTTTUTE EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland CoE final compromise text of the Requlation



Initial PIP

* active substance not yet authorised in any medicine in EU and intended
to diagnose/prevent/treat a novel or an existing paediatric condition
via a new mechanism of action; or

Criteria

* following acceptance by EMA of a duly justified request

initial PIP s

version(s)

90 days + 90 days 60 days + 60 days 60 days + 60 days

* only details and timing of measures proposed to assess quality, safety and efficacy in
all paediatric subsets concerned, known at the time of application

* precise timing of when updated versions and final PIP are expected to be submitted
to EMA on the basis of scientifically justified reasons

CPTRI ©
L e S EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland CoE final compromise text of the Requlation
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New obligations and measures

* EMA may impose a PIP based on the Mechanism of
Action (MoA) of the drug (action directed at a specific
molecular target or biological pathway) relevant for a
different disease in children in the same therapeutic area

<

 PUMA incentive: 30-year-ME-= same market protection
E of the other repurposed products for off-patent
paediatric products

EPTR ©
bt Fasncn: omiarms Sosams seumares  THE CHILDEEN'S MEMORIAL HEALTH INSITIUTS EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland CoE final compromise text of the Requlation



New obligations and measures

2. 2 * Free of charge SA also for in utero treatments
LG :

* Possible temporary waiver during public health

(‘@ emergencies

A dedicated section on medicines authorised in
o] paediatrics foreseen within the public EMA database of
medicines

ePTR | @« CoE final compromise text of the Regulation
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Modifications to Paediatric Regulation

EMA shall develop a EU network of patient representatives, Enp{'ﬁMA o

academics, medicines developers, investigators and centres
with expertise in paediatric studies

network of research networks,

. L o investigators and centres with

* to discuss priorities in clinical development expertise in paediatric studies
of medicines for children, in particular in

areas of unmet needs * sharing good practices

* promoting research into

* to coordinate studies relating to paediatric medicines for children

medicines * building necessary
 to build up the necessary scientific and competences at EU level
administrative competences at EU level * dialoguing with ethics

. . . o committees
* to avoid unnecessary duplication of paediatric

studies

ePTRI__ €
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* avoiding unnecessary
duplication of studies



Modifications impacting to paediatric medicines

Lpires P hem g mmera  THE CHILDEEN'S MEMORIAL HEALTH INSITRUTE
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Modifications impacting to paediatric medicines

/ PRODUCTS ADDRESSING ‘UNMET MEDICAL NEEDS’ \

 Life threatening or severely debilitating disease AND

O No medicinal product authorised in EU OR

\ O Clinically relevant improvement of efficacy or safety /

Nothing paediatric-specific.... T ————) Lists ofNp@eeiatric

unmetineeds

e P T R I @ CoE final compromise text of the Directive (art. 83)
Eivisn Pumpon Hsmuaes s gmeen THE CHILDEEN'S MEMORIAL HEALTH INSITTUTE
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Modifications impacting to paediatric medicines
REPURPOSING TO COVER UNMET NEEDS

© Not-for-profit entities may submit non-clinical or
clinical evidence for a new therapeutic indication for

unmet needs r'

© MAH can submit additional evidence

© Opinion favourable ® MAH shall submit a variation to
update the product information with the new

therapeutic indication
A DEDICATED ARTICLE IN THE REGULATION!

e P T R I @ CoE final compromise text of the Requlation, art 48
& peviss Priune. Vit Srasmn wnmnrn. THE CHILDEEN'S MEMORIAL HEALTH INSITRUTE
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Other proposals: repurposing

s s = » Paediatric- appropriate
formulations are still lacking
LB Paediatric formulations—part of L.
o the repurposing concept? * No definition/term currently
“* e Sy Sir -,Iw.-.;. =..im _:.--....-:.:m.ru-..l:.. | N Stated b)l EU Ia_W. . .and Sti”
lacking in the proposed
In our opinion, an age-appropriate formulation, revision of Iegislaticn!
targeting a relevant off-label use in children, even
for a disease or condition already authorised in

adults or older children, would qualify as
‘reformulation’ within the repurposing term w,

EPTRI ©
ey PR EPTRI Scientific Meeting | 28-29 July 2026 | Warsaw, Poland
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The repeal of the EU Paediatric Regulation has raised concerns about
possible impact on R&D and availability of paediatric medicines

Key Issues

Dispersion of paediatric expertise at EMA }

€ PTRI POSITION PAPER

EPTRI Proposed Measures

'd Y
Dedicated, permanent Paediatric Working

Party/Group at EMA

N\ [

p
Weakening of Paediatric Investigation Plan

-_—

(PIP) obligations

P

A

A

Preservation and strengthening of PIP
obligations

N\

-

\ S

Reduced incentives for paediatric Supportforinnovative and repurposed
innovation and repurposing L paediatric medicines
'd
Limited mechanisms to identify paediatrlc Improved identification of paediatric
unmet needs unmet needs
Lack of dedicated funding ‘Dedicated funding for paediatricresearch
/

~—f

Figure 2. Key issues identified in the EU pharmaceutical reform and EPTRI proposed measures in 2023
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il RESEREH Iy

Paedlatrlc
MEDICINES

Robust, mandatory paediatric regulatory pathways
are essential to protect children’s health.

Paediatric medicines call for dedicated
expertise, strong obligations, and sustained
investment, while the EU pharmaceutical
legislation reform risks to leave children
care behind

1} Phagng the Tuinre ol sedatix Sautd _
(ovvelive restenh shercethes O tave and SRl
=lr o) e e s b rhieTe g‘_ BIANN] HENZI 6 F TR'
» T Bart 13 M Canaary 1D » .

Defending paediatric medicines in Europe:
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Wrap up & conclusions

Commitment to ensure robust, mandatory paediatric regulatory pathways and prioritisation
of paediatric needs in the new EU legislation
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