EUROPEAN

MEDICINES
AGENCY

Heads of Medicines Agencies

DRUG REPURPOSING, THE POINT OF VIEW FROM THE REGULATOR IN BELGIUM

28t of November 2024, KCE Trials Symposium 2024

Presented by

Christophe Lahorte, Head of Innovation Office & Scientific-Technical Advice Unit (FAMHP) and Member of the EU-IN Network.

Slides on EU pilot on drug repurposing (STAMP - RePoG) were provided with courtesy by AEMPS/EMA

An agency of the European Union



HMA BRI R T T @\f@ﬁg@%

Heads of Medicines Agencies

Key initiatives at EU and National level to support drug repurposing:

1. EU pilot on drug repurposing (STAMP - RePoG) - first experiences
2. Belgian experiences with drug repurposing in national scientific advice

3. IncreaseNET project and pre-GRANT regulatory scientific advice (PGRSA) as tool
to facilitate drug repurposing

4. ATTRACT 2025 funding call — a 1st PGRSA pilot

5. Other activities




JSOYPAR EU pilot on drug repurposing (STAMP - RePoG) MEDICINS

Heads of Medicines Agencies

Framework to support not-for-
profit organisations and academia
in drug repurposing by STAMP

February 17th, 2021

Classified as public by the European Medicines Agency
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Definition

The process of identifying a new use for an existing drug/active substance in an
indication outside the scope of the original indication.

Objective

Support non-for-profit organisations & academia (ie. "Repurposing Champion”) to
gather sufficient evidence on the use of an established medicine in a new indication
with the final goal to have this new use formally authorised by a Regulatory authority
(usually needs MAH collaboration)
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Approved indication A champion is not a
Proposed / pharmaceutical company
pathway for Variation, Extension, Champion proposes
Repurposing of MAA new indication
P~ 6. Licensing route. )
medicinal MAH/Applicant submits 1. Pre-entry. Checking
MAA/Extension/Variation criteria
products out of
data & patent [ : Regulatory procedural
.p Interaction with MAHs guidance
protection by
. . . . 2. Pre-entry/entry.
non—for—proflt 5. Post-scientific meeting. Assemblig data in SA
Champion contacts interested template f bmissi
: plate for submission to
. . MAH, assures data quality and NCA/EMA
organisations. compliance to SA
. Champion assembling
Char;\c?¢?snegsc?ae{2bles supportive data
4. Feedback. Feedback from Regulatory, Scientific, -
regulators to champions = ﬁTcK\gdv%een e 3. Repurposing SA.

Discussion on proposal, can
include relevant stakeholders

Classified as public by the European Medicines Agency
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1. Start of the Pilot o

3. Selection of

the

Applications i

30th of June 2022

NCAs and EMA chose the
projects  sufficiently mature
eligible to participate on the
project using the Eligibility
Criteria

5. Authorization of the

n

ew indication

EUROPEAN
MEDICINES
AGENCY

28th of October 2021 & 2. Submission of Applications

\}

The Champions submitted their
project to the NCAs of their choice

28t of February 2022 o1 to EMA using the submission

4. Scientific Advices

Champions selected for
advice submit the full
advice data package

The MAHSs of the selected medicinal products will be able to present the correct
variation to include the new indication or a new Applicant could present a
arketing Authorization Application with this indication.

M

form previously elaborated for this

matter.
scientific LIIII!
scientific

2 years of duration
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Oversee the

implementation of the
pilot project

European Federation of Phari
Industries and Associations
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35 + National Initiatives:
H Received directly
m Eligible ()} LAKEMEDELSVERKET
B From EMA
aNsSMm
SAWP/NSA e naicnl d skt du et
C B G ‘ COLLEGE TER

BEOORDELING VAN
GENEESMIDDELEN

1 dropout due to methodological issues

3

7 P 1 dropout because a generic MAH will include the
new indication within their MA

. 0011 1011
I -—

EMA AEMPS FAMHP PEI
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d Selected repurposing projects by EMA:

- All 6 SA completed by April 2024

- 1 ongoing follow-up SA

- 1 additional informal interaction meeting with champion
d Selected repurposing projects by AEMPS:

- 3 selected projects

- 2 of them the champions would need to perform additional CT

- 1 of them finalized with the new indication included within the smpc of the

authorised MA in ES and PT
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d Selected repurposing projects by PEI:

1 project received finally sent to EMA for not falling under their remit
d Selected repurposing projects by Belgium (FAMHP):

1 project was retaken from EMA and the SA was already given in 2022:

(i.e. Colchicine for coronary artery disease)

Next Steps:

A Analysis of results from Survey conducted to the champions of the selected projects
between April — July 2024 (eqg. 6 from EMA, 3 from AEMPS)

d EU Project report & KPI analysis, including key findings for projects that went to SA
(in progress)
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Very low uptake in national STA procedures: < 3 - 4% / year
frequent withdrawals prior to formal STA submission
Drug repurposing to COVID-19 indications: very challenging

1 repurposing case: related to a planned public-funded clinical trial (KCE)

» Joint scientific advice meeting with academic investigator + KCE
» Clinical trial was pursued after receiving national STA from FAMHP

= Positive experience for both the Funding Body & Academic investigator

General Challenges observed in national STA:

1. Lack of resources:

« STA fees = often a financial hurdle (cfr. Pre-Grant sci advice)
« Lack of resources for adequate STA & CTA file preparation, CT conduct under CTR

ot be
Classified as restricted by the European Medicines Agency 11 o
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WP National Scientific-Technical Advice (STA) (@) i
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2. Lack of kowledge & experience

e Fear to approach regulators & disclose sci data

e Lack in awareness of sci / regulatory requirements

e Innov. support & formal STA procedures not well-known OR wrong perception !

e added value not well-known: TIME / COST vs BENEFIT !

e incentives lacking in academia for interacting with Regulators (unless considered mandatory)

e One STA request only if often not sufficient: |:> Iterative scientific-regul. advice often needed !
e Difficulties in identifying & formulating critical STA questions & at appropriate time point !

e Lack in expertise to conduct in depth « GAP Analysis» for repurposing old MP’s between:
existing clin./non-clin evidence <{——» data gathering & own data generation

« Academia not familiar with use of RWD for regulatory submisisons
» The RWD presented should be trustworthy.
» Opportunity: Work with AI on gathering reliable data.

’ ﬁ e
Classified as restricted by the European Medicines Agency 12 o
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3. Different needs from academia/NFPs vs different stakeholder expectations:

eg. commercial product development - scientifc publications - IP protection - project funding — regulatory
compliance — HTA - Pricing & reimbursement !

4. Support from MAH:

» No product supply |:> impact on costs/timelies for academics for own GMP production of the IMP !

» Lack of interest & support from the MAH to include within the Smpc the new indications not developed
by them.

5. Data access & IP issues:

 Product data from MAH holders, DMF Holders
« Risk assessment of IP aspects !

6. Procedure aspects:

« The STA procedure was developed to orientate for prospective development, NOT to assessing data
already gathered.

7. Other:

» Absence of future plan for repurposing unless Article 48 would be approved in the Future EU Pharma

} - .
LGnglatlon ' Classified as restricted by the European Medicines Aﬁency 13 le
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2nd NCA
participating

1st NCA
coordinating

+ optional in observing role:

Additional NCA
CTCG Representative of CTCG
and/or ethics committee(*)

« >3 NCA’'s /| SNSA request possible to facilitate multi-national CT’s

3rd NCA
participating

Key benefits:

. .
Applicant

« enhanced convergence in scientif / regul. opinions
« seamless transition from national to EU level
« consider before applying for EU funding grants !

How to submit;: SNSA@fagg-afmps.be

FAMHP: https://www.famhp.be/en/human use/medicines/medicines/scientific technical advice/regulation

" 4 HMA: https://www.hma.eu/about-hma/working-groups/eu-innovation-network-eu-in.html
Classified as restricted by the European Medicines Agency
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NCA participation in pilot phase 1 and 2
50
4 45
40
35

30

25

22 22
20
20
15 13
11 11
10 9 9
5 / 6 6 6 / 6 /
5 5 4 43 4 4 4 4 4 4
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0 I | | | .
& & & N QD Q (s X & ¥ S N s \a & & 4 QY
& © RO A RO S & & & & & ¢ BN S
& <
ENCA1 mENCA2 Observer
= > 110 SNSA procedures handled in total » Increased uptake by NCAs in pilot Phase 2
= Mainly covering innovative MPs = Increased number of participating NCA's in pilot Phase 2

15
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20
18
16
14
12

10

Stage of development Applicant type

18 60 56
50
13
40
11 11
10
30
7
6
20
4 4
3 11 10
1 1 I I ’ 10 4
- " -
> Q > N N N > & i .
&Q\.‘? &),a§" &6\& § & ‘@,_,0 ,(@"Q'\ @?’ 83:0(‘ non-SME SME Academia
s & & -\@Q .@Q ,é& Phase | M Phase |l
& & é\o‘ Qo"’
B Phase | Phase Il
= Uptake mainly by Big pharma industry (TOP 5
= SNSA covers broad range of product development cycle Applicants)
= 86 % clin trial related = Analyse lack of increase of SMEs
= SNSA shows strong potential for facilitating Drug {——=> - Academia lacking behind (root cause analysis needed)
Repurposing projects

16
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« IncresaeNET » EU4Health Joint Action (WPS8: Innovation support)*
Task 8.3: Developing a platform for interaction with funding bodies, academia & SME
to provide very early & sustainable regulatory scientific advice

Research, development & financing

< )

Researchers Funders

Exchange of research needs /

Advice & Authorisations
initiatives & regulatory updates

ooo
O
(]

aoo

(*) EU funded project (2024-2026) involving NCAs from all EU MSs!

NCAs
Succesful translation of innovative ideas into clinical research (incl. Drug Repurposing)

Classified as restricted by the European Medicines Agency

17




WP\ Pre-Grant Regulatory Scientific Advice (PGRSA): (@)| i

of Medicines Agencies

PGRSA - interplay between Academia, Funders and Regulatory Authorities

(Clinical) research Grant Funding for Early regulatory Revised
project proposal advice support for grant grant proposal
I I I proposals I
| I ] I 1
I I I |
e I :

GRANT

—E

l t Academia Funders

» Early regulatory guidance
» Basic project discussion of regulatory feasibility of the project

Follow-up project Funded project Grant approval Grant evaluation
applications

Classified as restricted by the European Medicines Agency
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ATTRACT

Accelerate Together Rare Cancer Treatment

e jﬁ ;r“?“r?cmm a @ — i ' rpofiok Kom ° @ KWF o F:Rclllf:!g‘ﬁﬁJrT['{:-DrE:r'ical

mcer Fund confrc el cancer Dutch Cancer Society Cance: Research

International call for research proposals
on rare cancer drug development

Succesful translation of innovative ideas into clinical research

Classified as restricted by the European Medicines Agency
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Scope of ATTRACT call:

« Open call for research applications funded by multiple European funding
organizations

« Main applicant in one of funding countries (BE, FR, NL, ES); recruiting sites can
be abroad

« International, multicenter phase 2/3 clinical trials

« On medicinal products for rare cancers (rare cancer defined acc. to RARECARE)

 Novel trial designs are accepted

 Drug repurposing is strongly represented & encouraged in ATTRACT calls

Classified as restricted by the European Medicines Agency
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Goal: Format:

- Advice to improve the quality of the * PGRSA from NCAs provided to funding
proposals towards marketing authorisation bodies in writing (no full scientific advice)
of the drug product (and in view of market
access). - Review of the developmental plan:

« Is the route to MAA / access realistic?

° ,_AdVIce/addlthnal input for_the applicants to e Are there any hurdles in the route to
improve their study design and _ MAA that are not addressed/foreseen
developmental plan (on the regulatory side) yet?

] ] - Are there any red flags in the clin.

« The provided NCA’s Advice serves as developmental route?

regulatory input for SEC (Scientific
Evaluation Committee) of Funding Bodies: . Review of the study design:

to take suggestions from pre-grant advice into . Is the chosen study design appropriate
consideration for funding decision towards MAA of the drug product?

« Are there any red flags in the study
design?

Classified as restricted by the European Medicines Agency
RS
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Timelines:

 Funding bodies select max. 10 pre-proposal applications < mid dec 2024
« NCA's prepare PGRSA on selected pre-proposal applications to funding bodies:
- 2 months Review period: ~16 Dec 2024 - ~10 Feb 2025

« Researchers will be informed by Funding bodies about the PGRSA recommendations and
invited for full project proposal: Mid February 2025

« Full proposal closes on 30th April 2025

 Researchers are asked to justify whether or not the advice is implemented in the full
proposal.

Classified as restricted by the European Medicines Agency
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Projects at national / FAMHP level:

 Patient (expert) engagement in national STA procedures
(incl. collaboration with PEC, disease-oriented patient

organisations, umbrella organisations) 0

i . - . - ) EUROPEAN MEDICINES AGENCY
«  FAMHP project “Collaboration with Academia” (upcoming)

(incl. funding bodies, TTOs, etc.) L 13 November 2026

2 EMA/510633/2024

3 Regulatory Science Research Needs
4 2024 update - DRAFT

Projects & activities at EU level:

Start of public consultation 13 November 2024

- - - - End of public consultation 18 December 2024
° ACT E U (e - g = a Ca d e m Ic CI I n Ica I t rl a I S s u p po rt) Please provide comments using this template. The completed comments form should be sent to

reg ulatory.science@ema.europa.eu.

To comment on a specific RSRN and priority topic in the table at chapter 2, please refer to the

« EU Innovation Offices (EU IN) workplan 2025 e D (o0 B2

[N T )

« EU Platform for Regulatory Science Research &

EX@CULIVE SUMMIATY wrruiarsmsrsrrsrnsrsssssssssssnssessassasssssssssssssssnssssssasssssssessnsssnnnsnss 2

9 1. Introduction ... 2
10 1.1. EMA advancing regulatory science .

b RSR Needs (updated) Iist for public consultation 11 1.2, RSRNoppor‘tumtlesforresearchers5

12 1.3. Developments in relation to the RSRN VL (2Z021) (oo 5
< 1 8th Dece m be r 20 24 13 2. List of regulatory science research needs: 2024 update..........ccccccnmnaneneet 7
14 2.1. Structure and overview on research needs and types of research .........ccocooiiiiiiann. 7
15  2.2. Research needs to improve clinical research.........oooi e 8
16  2.3. Research needs to improve regulatory system evolution ...........coooiiiiiiiiiiiinnann.. 11

. _ e _ _ _ 17 2.4. Research needs to foster technologies for development of specific types of medicines 15
https.//www.ema.europa.eu/en/documents/other/draft regUIatory science-research-needs 18  2.5. Research needs to advance specifically animal health and the regulation of veterinary

2024-update_en.pdf 13 medicines
20 B.Methods... e e 25

Classified as restricted by the European Medicines Agency
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= Not-for-profit organizations should go to the NCA's or EMA as soon as possible in order to discuss
their Project. Increase of Tailored Training & Regulatory / Scientific support needed.

= Enhance collaboration among all concerned stakeholders (researchers, regulators, funding bodies,
SMEs, Industry and Patients)

= Try to find a MAH to get involved in the whole process as soon as possible!

= Bring also on board the Price and reimbursement authorities and also interaction with HTA in an
early stage. (cfr. Joint Scientific-HTA advice and ]JSC’s under the HTA Regulation)

= Explore new pathways within Regulatory Agencies to assess Drug Repurposing projects? Cfr.
National STA and EU SA procedures may not seem fit-for-purpose ?

= Focus on targeting unmet medical needs

= Collaborate among other EU projects on Repurposing (Remedi4All, Repo4EU, MERIT, etc.) which
aim is the development of tools and therefore to facilitate Repurposing

= Work on the definition for Repurposing

= Work on creating/finding adequate funding mechanisms and incentives to support researchers,
manufacturers and also MAH

Classified as restricted by the European Medicines Agency
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Any questions?

Federal Agency for Medicines and Health Products (FAMHP)
Galileenlaan 5/03
1012 BRUXELLES

Follow the FAMHP on e-mail: christophe.lahorte@fagg.be ; innovationoffice@fagg-afmps.be
social media:

FAMHP webpages:

https://www.famhp.be/en/innovationoffice
u m https://www.famhp.be/en/human use/medicines/medicines/research develop
ment

Classified as restricted by the European Medicines Agency
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