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Disclaimer

The views and opinions expressed in the following PowerPoint slides are those of the
individual presenter and should not be understood or quoted as being made on behalf
of the European Medicines Agency or its scientific Committees.
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Common goal

Ensuring timely access to new safe and effective treatments

in areas of high unmet medical need
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Paediatric Drug Development Landscape

Paediatric drug development primarily occurs in the rare disease space, is highly regulated,

and is a global enterprise

« Growing pipelines of innovative products especially with new pharmaceutical legislation

proposal (‘mode/mechanism of action” developments):

« How can we identify and support completion of development efforts in children for products that

address existing unmet medical needs?

There is a need to foster an innovative R&D environment that allows for the evolution of
scientific knowledge and considers changing evidence and unmet needs.

« Regulatory decision making on mandated paediatric developments cannot occur in
isolation and requires acknowledgement of broader implications.
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Solution?

A framework:

- that facilitates science-focused feasibility
Article 95
d i SC u S S i 0 n S European network

1. The Agency shall develop a European neiwork of patient representatives, academics,
medicines developers, investigators and cenires with expertise in the performance of

° to ensure man d ated R&D effo rts ' studies in the paediatric population.

2. The objectives of the European network shall be, inter alia, to discuss priorities in the
clinical development of medicines for children, in particular T areas of tnmet
medical need, to coordinate studies relating to paediatric medicinal products, to build

° ta rg et th em OSt a p p ro p r| ate po p u I a t| onw |th up the necessary sclenti_fi-: fand admln_istratwe competences at I%urc:pean Ieverl. and to
avoid unnecessary duplication of studies and testing in the paediatric population.
unmet needs and

 generate robust evidence in a timely manner,

« while being mindful of patient resources across
different development areas.

https://eur-lex.europa.eu/resource.html?uri=cellar:e3f40e76-e437-11ed-a05c-01aa75ed71a1.0001.02/DOC 1&format=PDF
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Role of Regulators

« Regulators have a defined mandate (based on regulation(s))
« A life-cycle approach to evidence underpins decisions making
 Acknowledgement that choices* must be made within the drug development ecosystem

« Driver for regulators is to facilitate and support these choices as part of this
ecosystem

7 * https://www.tandfonline.com/doi/full/10.1080/21678707.2018.1491304
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Regulatory support within the remit of regulation intheo iR

practiceWé same. In
practiceythey are not.
R
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CD123-N ber 2019
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1 1 Key Conclusions Outcome Analysis
u I a e o u n a I o n I n p a c e W I Pivekimab (ADC) North American + European trial Development in AML deprioritized

Pivekimab frontline trial —primary refractory AML. 0 No

PIP Pivekimab prior to the opening of the trial

regulatory tools and processes already oo

by PEP-CTN in the US
Lower age SAR443579, the bi-specific NK-cell engager —
CD3-CD123 reduced to 12 years and patients are BET —July 2020

-
able to allow such exercise to take place
CD123 is a very high priority target 3 trials opened 2/3 with inclusion age <18 years

Trials for NUT carcinoma should include children,

No PIPs for pivekimab

Development discontinued due to toxicity in
fauniir of a cernnd seneration nraduct

adolescents and adults
Not scientifically justified or feasible undertake

- enabling facilitation of scientific

Only Trials opened AFTER the meeting for NUT
carcinoma + additional arm with CC90010 (BMS

trial)
Further clinical development postponed until results Q Trial still recruiting - No other trials opened
- . - BMS-986158 except NUT carcinoma
PRI colookivin ¢ demokin s DET/EOAN Losos oo i Further pre-clinical investigation
discussions, leading to regulatory e
4 Key Conclusions Outcome Analysis ° Not as yet
ib and SNDX-5613 ( -promising - 2 Paediatric trials ziftomenib

warrant clinical evaluation @ |- open, AmLand AL

submissions (as necessary), such that e g y

greatest unmet clinical need willing and in discussions

Limited paediatric population, simultaneous  Trials for 2 inhibitors open and opening a

(]
obligations can be fulfilled (or lifted as e, O

)

(<]

and see”
Mechanism of action currently available menin

BMF-219 -4 adult trials - no pediatric trials

inhibitors appears to be very similar except Biomea yet

=
a ro r I a t e warrants further development & clinical evaluation
Company’s discussions with Pedal/EuPAL and
formalise discussions with regulators ASAP -submit
i aPIP and iPSP

No PIP
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Can we operationalise prioritisation across developers with
identified R&D priorities being implemented into regulatory
process in a consolidated way?
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A framework:

« that facilitates science-focused feasibility

discussions
« to ensure mandated R&D efforts
« target the most appropriate population with unmet

needs and

« generate robust evidence in a timely manner,

« while being mindful of patient resources across

different development areas.

- Enabling innovation

rather than prioritisation
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Key Issues in Developing a Facilitation Framework

« Clarity in definitions and subsequent challenges, including facilitating late vs. early
development and unintended consequences (e.g., halo effect impacting adult development).

 Ensuring a safe space for discussions.

 Need for regulatory oversight, including outcome sharing

« Discussions under confidentiality agreements (CDA) with transparency in terms of Conflict of
Interest (Col)

« Utilizing existing infrastructure (e.g., academic networks like ITCC).

« Clear scientific focus with pre-agreed scientific questions targeting a population, not a product.
« Connecting outcomes to regulatory processes (PIP/MOD; SA, etc.).

« Academia should appreciate that it is the drug developer’s choice to take up any
recommendations.



Scientific population based focus

RCEARY SIS TRy
Framework proposal facilitating content
discussions between developers and experts in

‘safe space’

\ 4

Framework proposal - supported by regulators — observing meeting

EMA supporting

— discussions on pre agreed
questions

Broad academia representation with relevant expertise, transparent Col

connecting
Discussions under CDA Recommendations outcome(s) to
Individual discussion using existing (academic)
with company developing: Individual disciesion infrastructures (eg ITCC) regulatory
Product A with company Process as
developing: Individual discussion approprlate
Product B

with company developing:

!

Potential for regulatory implementation
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« ‘Why’ remains key - if all stakeholders

I J, l
see their individual benefits - ‘how’ then

follows; particularly in context of the  Need to be clear about what defines
new pharmaceutical legislation proposal success

« Is it always needed - no.

« Challenges and unintended - If used, it would need to be iterative
consequences need to be recognized process — once framework discussions
and acted upon triggered - need to come back together

when new evidence (milestones) come to
light

« Needs ‘'safe space’ - regulatory
initiation and oversight, ensuring clear
scientific population focus

« Expectation management key
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Any questions?

gg. Karres@ema.europa.eu
address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands

for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000

Follow us on %' @EMA_News




