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Industry developed and manufactured Advanced Therapy Medicinal Products (ATMPs) which benefit from a centralised marketing authorisation procedure that allows commercialization in all Member
States of the European Union (EU), and despite improvement in EU citizen access to ATMPs being stated as one of the two major objectives when the ATMP Regulation was released, actual patient
access to ATMPs remains one of the most challenging issues to be addressed.

ATMPs include 4 legal sub-categories : Cell-therapy medicinal products (CTMP), Gene therapy medicinal products (GTMP), Tissue engineered products (TEP) and Combined (Comb.) ATMPs.

Prices of ATMPs are among the highest despite difficulties in proving long term efficacy on significant numbers of patients. Publicly accessible data show prices that vary from several hundreds of
thousands euros to several million euros per treatment, with a continuous trend in increasing prices that has fuelled the concept of “financial toxicity” for those and other categories of treatments.

Commercial Common International Denomination

Name (CID) & Active substance

ChondroCelect™

Glybera™
MACI™

Provenge™

Holoclar™

Talimogene laherparepvec
Modified herpes simplex virus

Imlygic™

Strimvelis™

Zalmoxis™

Spherox™

Darvadstrocel
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Type Domain(s) of application

Oncology

Alofisel™ Allogeneic mesenchymal stem cells to treat Cronn's CTMP Gastrology

disease fistulae

Yescarta™

Tisagenlecleucel

Kym"ah Autologous CAR-T Cells targeting CD19

Luxturna™

Zynteglo™ in
Europe

Zolgensma™

Libmeldy™ Atidarsagene autotemcel

Tecartus™

Skysona™

Abecma™

Lisocabtagene maraleucel

Oncology, haematology (lymphomas various
subtypes, acute lymphoblastic leukemias)
Now moving in the field of auto-immune diseases

Metabolic diseases (Metachromatic
Leukodystrophy)

Oncology, haematology (lymphomas various

Breyanzi™ Autologous CAR-T Cells targeting CD19 (balanced subtypes)

composition in CD4+ and CD8+ T-cells)

Upstaza™

Ciltacabtagene autoleucel

Carvykti Autologous CAR-T Cells targeting BCMAI

Roctavian™
Ebvallo™ Tabelecleucel

Now moving in the field of auto-immune diseases

Oncology, haematology (multiple myeloma)

Post-Transplant Lymphoproliferative Disorders

Allogeneic T lymphocytes targeting EBV infected cells (PTLD) induced by Epstein-Barr Virus (EBV)

Hemgenix™
Exagamglogene autotemcel

Casgevy™
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Latest update — May 2024, MA: Marketing Authorisation; OM: Orphan Medicine; DLBC: Diffuse Large B-Cell lymphoma; DRG: Diagnhosis-Related Group
*. Source Antje Behring, Gemeinsame Bundesausschuss (G-BA) German HTA Regulation: Patient access in Germany, Communication ESGCT Congress October 2023 - **: Source Price and reimbursement of advanced therapeutic medicinal products in

Europe: are assessment and appraisal diverging from expert recommendations?

Autologous peripheral blood CD34+ cells genetically GTMP
engineered through gene edition technology (CRISPR-

Haematology (treatment of transfusion-dependent
Beta-Thalassemia or TDT and Sickle Cell Disease
or SCD with severe vaso-occlusive crises)
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P 72,288 - 289,151 €* - Lauertaxe at launching: 2,398.50 €** - After
2015 Ongoing Standard - negotiation: 1,220.52€**
ilE 1,858 €/vial (hidden discount excluded)**

al 2
1>

M 71,400 €* - 60,000 €**

= Submitted price: 60,083 €**
() 54,000 €**

60,000 €/treatment**

2018 Ongoing Standard
[
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M 275,000 € - 320,000 €** [ ***2

() 320,000 €, discount for DLBC**

== 313,766 € (hidden discount excluded)**

() 297,666 € + 15,000 € on top of DRG**
320,000 €**

2018 Ongoing Standard (PRIME)
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M 2,875,000 €**+7

Ongoing Accelerated 3> 2,875,000 £***7
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Ongoing  Accelerated (PRIME) @ 345,000 €****

Ongoing Conditional (PRIME) () 420,000 €***5
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Ongoing Exceptional (PRIME)
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2024  Ongoing Conditional (PRIME) D () 1,900,000 €***6

- ¥*¥*: Source Dépéches APMnews [/ ***1: APMnews, 09/07/2019 / ***2: APMnews, 31/08/2018 / ***3: APMnews, 21/10/2021 / ***4: APMnews, 25/06/2021 / ***>: APMnews,

04/04/2023 |/ ***6: APMnews, 06/02/2024 | ***/: APMnews: 18/08/2022 - ****: Source HAS - Avis économique BREYANZI®, 19/12/2023

Payment and reimbursement mechanisms as well as
decisions on the levels of healthcare expenditures are
established at national level and possibly in some
countries at regional levels by Healthcare Technology
Assessment (HTA) agencies and other governmental
bodies, with limited possibilities at the European level.

L) Mainly apart from the Transparency directive and

the recently strengthened collaboration in the field
of HTA, adoption of the HTA regulation following
the HTA initiatives at the EU level, each Member
State is sovereign in determining its health
expenses, including to decide on the
reimbursement of ATMPs by its National health

5

Actual prices paid by public or private payers arem
public, and a significant rebate may result from prior

and mutual negotiations between drug manufacturers
and healthcare providers, the Ilatter receiving
reimbursement from health insurers.

Actual patient access to ATMPs in the European
Union is limited and heterogeneous, highlighting the
existing gap between the intentions stated in the
ATMP Regulation and other EU documents and the
actual achievements. <
of

Unsatisfactory situation where patients in need
lifesaving treatments face a shortage on a day-to-
day basis, not because of insufficient manufacturing

Q\surance Sesll capacities as is the case for low-cost drugs, but
because of insufficient payment capacities.
EU Ro Content feedback  Join the actors and Providing the research community and beyond
form Networks database with an information source on the practical steps
(@ ﬁﬂ‘_) needed for cell and gene therapy development.
= — = = E E Promoting information exchange within and
-/ - _) 8 {_ ) — between stakeholder communities. ATMPS
- ppr https://www.eurogct.org/research-pathways
European Consortium for Communicating -
Gene & Cell Therapy Information E -

Discussion Q" /

G’he implementation of ATMPs
regulation, and a maximal use of non-
mandatory procedures under HTA
regulation could contribute to enhance
coordination in HTA national decisions

The development of national procedures to speed up and facilitate\
access to innovative treatments: in FR, the French national authority
for Health (HAS), in collaboration with the French National Agency
for Medicines and Health Products Safety (ANSM), grants Early
access authorisation for innovative medicines enabling the early
availabilty and funding of a medicinal product before its
reimbursement by the National Health insurance system.

and fast track patient access to ATM Psy

Selected Research Pathways resources:

« Standard Marketing Authorisation Pathway:
Centralised Procedure for ATMPs
« Conditional Marketing Authorisation of

+ Manufacturing Authorisation of ATMPs
« Good Manufacturing Practice for ATMPs

Reform of the EU pharmaceutical legislation: The 2023 Proposal for a Directive reforming the Union code relating\
to medicinal products for human use contains provisions on the responsibility to report on public financial support
for the marketing authorisation holder, who “shall declare to the public any direct financial support received from
any public authority or publicly funded body, in relation to any activities for the research and development of the
medicinal product covered by a national or a centralised marketing authorisation” (Article 57.1).

\L)l Foster and promote access to ATMPs at more affordable prices for patients.

Actions taken by the European Commission: The 2024 Communication on Boosting
biotechnology and biomanufacturing in the EU identifies actions (streamlining regulatory
pathways to help developers navigate the regulatory requirements, establishment of a
possible EU Biotech Act, promotion of regulatory sandboxes, fostering public and private
investments...) to facilitate and shorten the time and market access for biotech
innovations, including ATMPs. )
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