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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

No financial disclosure to declare

EuropeAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE



Developing medicines for children

Drug discovery
on paediatric-
relevant targets

~ Animal studies
using juvenile
models
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appropriate
/ formulations
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development
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Paediatric
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Age category

Part of the population aged between birth
and 18 years

Subjects under the age of legal
competence to give informed consent
(according to the national law)

ﬁudi\ﬂ

Pre-term Newborns Infants & Children Adolescents
newborns 27 days toddlers 2 to 11 years
28 days to 23
months
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https://www.ema.europa.eu/

Rules to comply with: the same as adults

of 5 April 2017

International Ethical 2010/227/EU
Gllid@lines fOf W, (Text with EEA relevance)

REGULATION (EU) 2017|746 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

on in vitro diagnostic medical devices and repealing Directive 98/79/EC and Commission Decision

EENGEGIEICH BIGIET(81] WMA Declaration of Helsinki - Ethical
Involving Humans Principles for Medical Research Involving

of 5 April 2017

REGULATION (EU) 2017745 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

on medical devices, amending Directive 2001/83/EC, Regulation (EC) No 178/2002 and
Regulation (EC) No 1223/2009 and repealing Council Directives 90/385/EEC and 93/42/EEC

REGULATIONS

COMMISSION DELEGATED REGULATION (EU No 1252/2014

of 28 May 2014

supplementing Urestive 2001/83/LC of the Luropean Perfisment and of the Council with regard to
peinciples and guidenes of pood rmamafacturing practico for active ssbstamces for medicieal

proocts for hnsan ose

(et with TEA rrieranr)

L1130

Human Subjects
oo . - ADDITIONAL PROTOCOL st IA ivancs)
I el COUNCIL OF EUROPE Committee of Ministers TO THE CONVENTION e Eﬂ?riam.l
L ON HUMAN RIGHTS Courei of Eupe Treaty Sares o, 195
AND BIOMEDICINE,
w I = saialbed i CONCERNING BIOMEDICAL RESEARCH 0
EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH
{Legislative acts)
N 1 December 2016
EMA/CHMP/ICH/ 13571995
Committee for Human Medicinal Products
REGULATIONS
Guideline for good clinical practice E6(R2)
e Step 5
REGULATION (EU) No 536/2014 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
FUBREAN, MEDIOINES AGRNCY o 16 Apei 2014 |
on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC At aes)

22,30y 2621 (Text with EEA relevance)

EMA/CHMP/QWP/BWP/259165/2019

Committee for Medicinal Products for Human Use (CHIP) REGULATIONS

2001L0083 — EN 30,12.2008 — 006,001

Guideline on quality documentation for medicinal products This document is meant purely as a documentation tool and the institutions do not sssume any liability for its contents
when used with a medical device

®
»B DIRECTIVE 2001/8¥EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 6 November 2001
on the Community code relating to medicinal products for human use

EuropeAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE (OJ L 311, 28.11.2001, p. 67)

REGULATION (EU) 2016)679 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 27 April 2016

on the protection of natural persons with regard to the processing of personal data and on the free
movement of such data, and repealing Directive 93/46/LU (General Data Protection Regulation)

KNOW THE
RULES!




Rules to comply with: the same as adults + further more

m S dhiorn Ethical considerations for clinical trials on
R FUROPEAN M[DICINES AGENCY medicinal products conducted with minors

Tac. Ref, EMEA/CHMP/SWTY 169213/ 2005 SCIENCE MEDIC iS5 HEALTH
COMMITTEE FOR HIUNAN MEDICINAL PRODUCTS S e her st Recommcndllrluns of the expert group on clinical trials for the implementation of
[CHAIR) Em,.EEPMP.HCH,fE?u!J Regulation (E17) Na 536/2014 on clinical trials om medicinal products for human use
Committee for Human INTERNATIONAL COUNCIL ON HARMONISATION OF TECHNICAL

REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

[ i ELa(RY T Ethical Recommendations
- Non_clinical Studies [ medicinal pr{ \ b oeNbUM TO ICH E11: CLINICAL INVESTIGATION OF

Step 5 MEDICINAL PRODUCTS IN THE PEDIATRIC 18 September 2017 |
POPULATION

An agmrey of the Buropsan Union
E11 (R1) o EUROPEAN MEDICINES AGENCY -

T FOR NON-U

TING N UV

SCIEMNCE MEDICIMNES HEALTH Text sizet |4|/a A Sitewids search

Search documant library | S

rollow s £ B W)

. . . Home  Find medicine ¥ req ¥y C MNews & events  Partners & networks  About us
Annex 2 C I nica / tria I S i =i T T Ty —

opin Scientific guidelines: paediatrics T Bmal fgh Prive i Hela (B Shace
M European Medicines Agency Post-authar saton This page Kr-.l::;lq\ the r-un;::mlﬂamrm-q Agency's that are i

tu Hie

FIP-WHO technical guidelines: Points to consider in Whes s eueh ot Aswiiagta Mok shokes e it sl ol A A e A b s i,
O3 3 - Brouh CF i i in children, They are producsd through a collabor:r]on of saveral Committees and Working Parties of EMA. in
the provision by health-care professionals of children- Ledon; 28 Jumss 2006

particular By the PAsdiatric Comm ittes r; DC0] and the Committes Tor Madicnal Prosucts for Muman Use [CHMP),
Doc. Ref EMEA/CHMP/EWP/14701272004/Comr

specific preparations that are not available as authorized st

of v also b Included In genecal or disease-specific guidelines, not listad here. Far a complete
lisk of these docam snts, see Scien fir o,
PTOdUCtS I CONMMITITEE FOR MEDICINAL PRODUCTS FOR HUMAN USE f::.‘::n Jersay i you have comments on 3 docum ent which is opan for consultation, use the form foo submission of comments on saentific
h : e T ? guletalinius,
(CTIMIP)
Addiptiue pathwaye For o camplete list of scientific auidelines currently ooen far 1 see Public
ormuia lons — BEERETIE - oo
i ror rarnan Uso ulllllky b Clinical efficacy and safady . .
28 July I GUIDELINE ON THE ROLE OF PHARMACOKINETICS IN THE DEVELOPMENT OF ll T b Ocher S
e Py o DA 0 4 MEDICINAL PRODUCTS IN THE PAEDIATRIC POPULATION pec :l IC areas

COMMITTEE FORMEDICINAL PRODUCTS FOR HUMAN USE
(CHNP)

o m B Wi Ay

Evaluation of Medicines for Human Use

REFLECTION PAPER: FORMULATIONS OF CHOICE FOR THE
PAEDIATRIC POPULATION

[URDI‘[AI\. M[DILINES A.GENCY

London. 25 hms 2000
MED G

Dioc. Ref EMEA/SSGELO/I008

COMMITTEE FOR MEDICINAL I’Rl’)l)l ©S POR HIUAMAN USE (CHAMP)
1 Auguet 2013 ‘1

EMA/CHIMP/QWP/003000/2012 Rev. 2 FPAEDIATRIC O 0\1\" TTEE (PDCO)

Cammittes for Medicinal Products For Human Use [THMP)

Faediatric Committas (PDCD)

Guideline on pharmaceutical development of medicines GUIDELINE ON TH VESTIGATION OF MEDICTNAL PRODUCTS
far naadiatric ica TN THE TERM AND PRETERM NEONATE
.

Pharmaceutical development Neonates
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Ethics issues in biomedical research

Human embryos & foetuses
Human beings

Human cells or tissues
Personal data

Animals

Non-EU countries
Environment, health & safety
Artificial Intelligence

Other ethics issues
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E I T I 2 I European Commission- How to complete your ethics self-assessment v.2.0 -13 July 2021
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Paediatric ethical requirements to be fulfilled

* Involvement of minors in the informed consent process according their
age and mental maturity

* Separate documents for adults and children
* Assent & agreement

* Trials with female adolescents - information and inclusion with the use
of contraception

* |nsurance contracts not limiting the liability period to consider long-

term effects

Ethical considerations for clinical trials on
medicinal products conducted with minors

Recommendations of the expert group on clinical trials for the implementation of
Regulation (ELU) No 536/2014 on clinical trials on medicinal products for human use

®
e P I R I Revision |
1% September 2017
EuropeAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE




How EPTRI can provide ethics and regulatory support?

E ®
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1. EMA regulatory procedures for medicines of paediatric interest

Preparation of ,
* Paediatric Investigational Plan -
* Orphan Designation g

* Scientific Advice/Protocol Assistance
including the Qualification procedure

g Parties

* other EMA voluntary procedures 1 . ® (2 s

. . . . . H | | |

* Paediatric Marketing Authorisation i ® e
Application :

SCIENCE MEDICINES HEALTH

o EUROPEAN MEDICINES AGENCY

®
G P T I Q I Source ENMA website


https://www.ema.europa.eu/en/documents/presentation/presentation-centralised-procedure-european-medicines-agency_en.pdf

Paediatric Investigation Plans (PIPs)

studies and analyses providing
evidence on the use of
medicines in all paediatric ages

Adoption
; of
PIP Opportunity Opinion
Submisison and for_Companv -
Validation = n_1t_rod_u o -
Modifications Report
~ 3 months
clock stop

PDCO
\ Opinion

. lcloek 60 DAYS

Understand Plan I

Evaluate Changes
Detect Problems

- * Find Agreement
Identify Experts Adoption of « Finalize Plan

Propose Changes Opinion, » Publish Decision
or

®
Request for
Modification
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Orphan Designations

Decision

Application

BREE )R, valida ®
submission 4

tion

(European
Commission) |

JOINT *
FDA/EMA?
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DAY 1
DAY 60 (COMP |
meeting)
DAY 90 (COMP |
meeting)

[ [T
 questions | | discussion

Designated orphan medicines for the
treatment of children and adults

31% 31% 30% 24% 23%

2018 2019 2020 2021 2022

Medical conditions affecting adults only
B Medical conditions affecting both children and adults
B Medical conditions affecting children only
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‘ PRETAM NEWAORS  THRIANCWRORN  INTANTS AND CHIDRIN ADOUESCENTS AnuLTy

INFAHTS NEANTS TOODLERS
Age ronges

f th | US pe yroups. Leg label r lable & 0L

Giannuzzi V et al. OJRD 2017




Scientific Advice/Protocol Assistance

* QGuidance on the best methods and study designs
(clinical aspects, methodological issues)

* Responding to specific questions
* For orphan medicines = protocol assistance

* Acceptability of specific use of proposed
innovative methods/tools not yet integrated in
= medicines R&D and clinical management,
N— based on assessment of submitted data

EuropeAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE

EMA website



https://www.ema.europa.eu/en/human-regulatory/research-development/innovation-medicines#ema's-innovation-task-force-(itf)-section

Lots of things to do...

» e Onginal Research
& frontiers | Frontiers in Medicine PUBLISHED 28 March 2024
001 10 3389/fmed 2024 1363547

Paediatric interest

Bty Innovative research

open access methodologies in the EU

edoces. - regulatory framework: an analysis i P ;
BB rEMa o alfieAtDn procedares Disease or medicinal product addressed in a PIP
L e s FYOM @ pediatric perspective

Eeer . Methodology already applied/used in paediatric

United States oy . g ) =
Viviana Giannuzzi**, Arianna Bertolani*®, Silvia Torretta®,
*CORRESPONDENCE

s Cloruass Giorgio Reggiardo?, El Toich?, Donato Bonifazi** and . e o . .
R et speinn b studies (clinicaltrials.gov, literature)

RECEIVED 12 January 2024
Rectoren 13 March 2024 Translational Research Infrastructure (EPTRI)

ePTRI
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EMA applications for innovative medicines & unmet needs

* Innovation Task Force (ITF) briefing meetings: early
dialogue with applicants (SMEs, academics, researchers) on
innovative aspects in medicines development = informal
exchange of information and guidance

*  PRIME: priority medicines designation for early and
proactive support to SMEs and academia to develop
medicines targeting conditions with unmet medical needs

o EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

EuropeAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE



2. Advice on regulatory procedures for medical devices of
paediatric interest

Preparation and submission
of documents for

* clinical study

* CE mark
* medical devices

Clinical evaluation

Pre- Clinical
clinical/technical investigation

Conformity
agsessment{ PMS/PMCEF
certification

Vigilance/Market
surveillance

classification Risk analysis
« MA
applications

Source: Training of members of Commission’s expert panels on medical
devices and in vitro diagnostic devices (EXPAMED), 2020

e PTRI
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3. Support for the implementation of ethical requirements

* Ethics revision of paediatric clinical study protocols
* Preparation of documents for informed consent and assent
* Advice on the implementation of GDPR provisions

EuropeAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE

implement the proper ethical requirements
to perform paediatric research

compliant with EU internationally-agreed
provisions




Preparing paediatric study protocol

*  Non-clinical and clinical data supporting a
paediatric use

* Design feasibility

* Use of placebo under stricter conditions
* Balance of expected benefit versus risks
* Evidence of direct benefit for child/group

* Age-appropriate scales or measures of Non-interventional study
endpoints

* Study risks, pain, fear and discomfort
* Appropriate pharmacovigilance procedures

CLINICAL STUDIES

Clinical trial

Low-intervention clinical trial

®
e P T R I - EU Ethical Recommendations, EC 2017; ICH Topic E11 Guideline -

TIONAL RESEARCH [NFRASTRUCT



Preparing material for informed consent

* |Information sheet + consent form
* 2 separate information and signatures for: _
Signed and dated by

legally designated
A representative(s) and

Genetic tests study personnel
performing the

interview and giving
study information

®
G P T R I Reg (EU) 536/2014; Reg (EU) 2016/679; EC Ethical Recommendations, 2017; CIOMS WHO guidelines
EuropeaN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE 20 1 6



Preparing material for informed assent

* Tailored for age groups
* Appropriate language and format

Enp{nMA o | Assent/informed consent guidance

Svmbol Description Trial specific information for informed consent and assent (agreements)
ym P
. . . Age group in years Elements to consider/information which
Doesnot have to be included in the assentr‘agreemenb'l nformed must be included into the assent'consent Notes and example methodsitexts to
consent process fOf this age group 0-2 2-5 6-9 10-18 Legal representative(s) document Questions to be addressed be used
. ) = Title/topic of the trialfintroduction/| e P Whatis the of this trial? NOTE: EUCTR number and trial protocol code
v Should be included and discussed during the assent/agreement/ * © v v v st vt e Riens sl s it be kot o i wast e ogriyed
2 : patients/participants, how many sites) » s there information about this trial  in the official Trial Registry (EudraCT) before
informed consent process for this age group sy i ctrtof hE il kTl el
May be included/optional to include in the assent/agreement/informed o i
consent process for this age group

' “ ' Possible future effects (infertility, birth > Can the trial medication or NOTE: Information about the potential
v v defects, miscarriage] treatments have some effect onthe  teratogenic risks during pregnancy/
fetus via mother orfather in case fertility (both females and males) should
of the child/adolescent’s pregnancy/  be discussed, and also the possibility

child/adolescent’s girlfriend’s to use confraception, and what type of
pregnancy? contraception should be used if it is required.

> What happens if this situation Explain what should heppen if pregnancy
occurs? arises during the trial.

> Who will be old about this?

Participation/i i Ichild/adolescent » Why has the child/adolescent been
v v v v selection invited to participate in this trial?

e P T R I EMA website; Lepola, Kindred, Giannuzzi et al, Arch Dis Child 2021
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https://www.ema.europa.eu/en/partners-networks/networks/enpr-ema/enpr-ema-priority-activities

Viviana Giannuzzi
PharmD, PhD

vg(@benzifoundation.org

ﬁ FONDAZIONE
PER LA RICERCA FARMACOLOGICA
g @ GIANNI BENZI

e PTRI
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