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Gene therapy
medicinal product

@%

recombinant nucleic
acid

to regulate, repair,
replace, add or delete a
genetic sequence

Combined ATMP ?ﬁ)

Somatic cell therapy
medicinal product

substantially
manipulated cells/tissue

not intended to be used
for the same essential
function

to treat, prevent or
diagnose a disease
(pharmacological,
immunological,
metabolic action)
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Tissue engineered
product
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substantially
manipulated cells/tissue
(human/animal origin)

viable/non-viable

not intended to be used
for the same essential
function

to regenerate, repair or
replace a human tissue

Classified as public by the European Medicines Agency

Regulatory
framework
for ATMPs:
Scope and
Definitions

EC proposal: Gene
therapy definition
updated encompass
gene editing and
‘synthetized’ products.
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Regulatory framework : ‘Lex specialis’

EUROPEAN MED

10.12,2007 Official Journal of the European Union L 324/121

Requlation (EC) No 1394/2007

REGULATION (EC) No 1394/2007 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 13 November 2007

on advanced therapy medicinal products and amending Directive 2001/83/EC
and Regulation (EC) No 726/2004

(lest wilh iR relevance Definitions of ATMPs (Classification)

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE EURO- been defined in Annex I to Directive 200183[EC, but a
PEAN UNION, legal definition of tissue engineered products remains to be
laid down. When products are based on viable cells or tis-

Having regard to the Treaty establishing the European Commu sues, the pharmacological, immunological or metabolic
v gard to aty establis uro v action should be considered as the principal mode of : —
nity, and in particular Article 95 thereof, action. It should also be clarified that products which do ESta b I IS h me nt Of th S CAT => Ja n O 9
not meet the definition of a medicinal product, such as
products made exclusively of non-viable materials which

Having regard to the proposal from the Commission, C L
act primy

advanced
Having regard to the Opinion of the European Economic and o l M an d ated ce ntra I |Sed p ro Ced ure

Social Committee (), EUROPEAN MEDICINES AGENCY

(4 Accordin®

After consulting the Committee of the Regions, Device D+

regime is

ucts and * . o . .
Acting in accordance with the procedure laid down in Article 251 the coml De mon Stratlo n Of Q an d pOS|tlve be n eflt .FIS k)
of the Treaty (2), combiner ’

ing viabl 8

Whereas:

(1} New scientific_nrooress in cellilar and maolecuilar hiotech- Cipal. mcz Scientific SympOSium on Advanced PO St_ M A fo I IOW = u p Of effi Ca Cy a n d Sa fety

Therapy Medicinal Products

‘Contribution, evolution, revolution’

10 October 2024
EMA, Amsterdam

Incentives, incl. certification for SMEs
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http://ec.europa.eu/health/files/eudralex/vol-1/reg_2007_1394/reg_2007_1394_en.pdf
https://www.ema.europa.eu/en/events/scientific-symposium-advanced-therapy-medicinal-products-contribution-evolution-revolution

Regulator as Gatekeeper

EC proposal: Committee simplification,
with expertise enhanced through WP, WG
and pool of experts, including patients and
HCPs; introduction of phased review.

EUROPEAN MEDICINES AGENCY

'(Conditional) approval

// ATMP development Scientific evaluation by EMA Patient access
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Clinical trials
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CAT
PRAC

BWP

CAT: Committee for Advanced Therapies

CHMP: Committee for Medicinal Products for Human Use
PRAC: Pharmacovigilance Risk Assessment Committee
HTA: Health Technology Assessment

BWP: Biological Working Party
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Regulator as Gatekeeper

Approved ATMPs (2009- Feb-25)

Withdrawn / MA not renewed

TEP

GTMP

CTMP

EiE

Tissue engineered product

Gene therapy medicinal product

Cell therapy medicinal product
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Submissions per member state

From clinical trials to ‘first in o
class’ highly innovative products
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Slide from Ilona Reischl

TE MSC WmGT

(Shortened) Approval,
Indication,

Kymriah® B-ALL, NHL subtype MA v Luxturna® Retinal dystrophy

Yescarta® NHL subtype MA v Zolgensma® Spinal muscular, cMA v
atrophy

Tecartus? B-ALL. NHL sublvpe. M v Upstaza® AADC deficiency Exceptional v

abecina®  NALmultple mycloma, <A Y Roctavian®  HaemophilaA  cMA v

Breyanz® NHL SHORES MA v Hemgenix®  Haemophilia B cMA v

Carvykti® NHL multiple myeloma chA v Durvegtix® Haemophilia B cMA v

Zvnteglo® p-thalassaemia cMA Marketing authorisations (MA) 16

Skysona® Adrenoleukodystrophy MA Orphan designations 16

Libmeldy® Metachromatic LD MA v Conditional MA (cMA) 9

Casgevy® Sickle cell disease CMA v FUll MA - Slide from Martina Schuessler-Lenz

p-thalassaemia Exceptional circumstance 1



BIOBUSINESS BRIEFS
= REGULATORY WATCH

European regulatory experience with
advanced therapy medicinal products

The developers of advanced therapy resolved. These issues include suitable
medicinal products (ATMPs) such asgene  quality and clinical data demonsirating
and cell therapies face specific challenges the efficacy an.i safe use of the ATMP
due to the inherent complexity of these (
ecially with regards to quality
number of approved ATMPs  we analysed the
in Europe so far is low, more marketing for ATMPs by the
authorisation applications (MAAs) can be the basis for the
expected in the next few year in this article and the more det IcJ
high number of such products for which recommendations provided in Supplementary
classification (n=286) and scientific advice ~ Bax 1. The EMA also has several toolsin
(8A) (n=278] cen sought at the addition to PRIME designation that can
European Me ney (EMA; 7iG. 12).  help ATMP developers in building a robust

produ

data package for their MAA, such as the
opportunity for small edium-sized
enterprises developing ATMPs to receive
an opinion from the EMAs Committee for
Advanced Therapies on the approvability
of their quality and non-dlinical data (see
Supplementary Box 2).

Overall, for ATMPs, particularly

-wnh,. if not important to carefully map the product

medicines
for PRIME designation as of May 2018,
15 were ATMPs (see
During the initial ev: a'lu.a ion of hc
o i
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NEWS & ANALYSIS

definition and initial development strategy
at the beginning to the need to

rate new data
and/or conduct a studies ata

later stage. Early characterization of the
product in terms of identity, purity, stability
and strength is necessary to identify the
critical parameters that
in-process, relesse and stability

This has particularly been a challenge
for cell therapies owing to their complexity
and the multitude of parameters from

v.h»_h o choos

active substance and valuation of the
proof-of-concept to provide the foundation
for the generation of robust clinical data.

A commeon issue resulting in major
abjections for both gene therapies and cell
therapies has been the chosen potency assay,
which should ideally reflect the biological
activity of the product. In order to define
the potency specification for commercial
manufacturing, the assay should be in place
early on and validated before the pivotal
clinical trials Ultimately, the assay is expected
to reflect the intended clinical efficacy claim.
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Figure 1 | Experience in the evalustion of sdvanced therapy  authorizstion spplications (MAAz) for ATMP= from December 2007 to
medicinal productzin Europe. a | The number of szientific sdvice (54 June 2017 are chown. Ses Supplementary Table 1 for detailz. CTME cell
procedures for sdvanced therepy medicinsl products ATMP) rom  therapy medicinelproduct; DS, drug subatance: DR drug product

Jaruary 2000 to June X

zzhowr b The characteristioz of the major  GCTME gene tharapy medicinal product; RMP, rizk management plan:

abjectians (M=) reized during the evelustian of the marketing  S5E,zefaty an sfhtacy, TEF. tizmus enginesred praduct

Minimum follow-up requirements for recent ATMP approvals
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Barkholt, L., Voltz-Girolt, C., Raine, J. etal. European
regulatory experience with advanced therapy
medicinal products. NatRevDrugDiscov 18, 8-9 (2019).
https://doi.org/10.1038/nrd.2018.200

86% 14% 29% 86%

a\t 2

Quality MO Non-clinical MO Safety MO Efficacy MO
Study population,

Comparability Extrapolation Limited data
Long-term benefit

Potency testing & findings set
consistency

Rased nn 2 small dataser nf MAAs under Arceleratad Assessment 201 5-2071

CAR-T cell-based therapies (Carvykti, Breyanzi, Abecma): 15 years
Zolgensma (AAV9, 1V): 15 years

Upstaza (AAV2, intraputaminal infusion by stereotactic neurosurgery): 10 years

Ebvallo (allogeneic Epstein-Barr virus (EBV)-specific T-cell immunotherapy): 3 years

Roctavian, Hemgenic (AAV5): 15 years

Casgevy (CD34+ edited ex vivo by CRISPR/Cas9): 15 years

Classified as public by the European Medicines Agency

Key learnings:

Addressing quality and

nonclinical issues before
entering the pivotal phase
of ATMP development ANF

Effective planning for
post-authorisation
evidence generation
(incl. data sources)

will clear the path for a
smooth and speedy
marketing authorisation,
and incremental
knowledge gain.
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Regulator as enabler of innovation

Guideline on quality, non-clinical and clinical reguirements for
investigational advanced therapy medicinal products in clinical trials . _
CTCG

II Pilot:

Scientific Advice
Consolidated Pre-CTA Advice

Procedural and Orphan Dru
scientific guidance ph rug / Protocol
Designation ioe . .
Qualification of Assistance advice on clinical
novel trials - European
methodologies Union
_— MAA PSM
1 I Submission of
MAA
N S |E|
< — Vv 3
/@ o CTA P
)
=7
ATMP
) ] Classification
SME Office  Innovation Task _ . & Certification Paediatric
Reg assistance, SME  Force (ITF) PRIority MEdicines Investigation
Briefing Meeting, & (PRIME_) Plan (PIP)
SME incentives  EU Innovation Academic
support pilot
SME@ema.europa.eu Network PP P
Academia entry point Quality Innovation e.g. QIG Listen-and-learn focus group meeting
Group (QIG on 7th and 8t April 2025 (personalized medicines) EM 4

Academia@ema.europa.eu
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https://accelerating-clinical-trials.europa.eu/our-work/consolidated-advice-clinical-trials_en
https://accelerating-clinical-trials.europa.eu/our-work/consolidated-advice-clinical-trials_en
https://accelerating-clinical-trials.europa.eu/our-work/consolidated-advice-clinical-trials_en
https://accelerating-clinical-trials.europa.eu/our-work/consolidated-advice-clinical-trials_en
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-quality-non-clinical-clinical-requirements-investigational-advanced-therapy-medicinal-products-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-quality-non-clinical-clinical-requirements-investigational-advanced-therapy-medicinal-products-clinical-trials_en.pdf

Regulator as enabler : Academic support pilot for academic developers

EUROPEAN MEDICINES AGENCY

= ATMP support pilot for academic developers launched Sep-22 with first
product/applicant (ARI-0001; Hospital Clinic Barcelona)

= EMA pilot offers enhanced support to academic and non-profit developers of advanced therapy medicinal

products | European Medicines Agency (europa.eu)

= In line with framework of collaboration with academia : payment of fees
identified by academia as a key hurdle.

= 2 new products selected in 2024

= TregTacRes, modified (tacrolimus resistant) T regulatory cells, developed by Berlin Center for
Advanced Therapies (BeCAT) as adjunctive therapy after living donor kidney/solid organ
transplantation.

= Telethon003, autologous CD34+ cells transfected with a lentiviral vector (containing the
human WAS cDNA), developed by Fondazione Telethon (Italy) for Wiskott Aldrich Syndrome.

- In kind regulatory support and fee incentives
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https://www.ema.europa.eu/en/news/ema-pilot-offers-enhanced-support-academic-non-profit-developers-advanced-therapy-medicinal-products
https://www.ema.europa.eu/en/news/ema-pilot-offers-enhanced-support-academic-non-profit-developers-advanced-therapy-medicinal-products
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Adopted by the Committee on 22 January 2025 thc EM-"&I F'E EDEC[IUE
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Key messages

Robust and adapted framework o

Support tools to overcome challenges in e =
navigating and complying with regulatory pp— e
requirements ‘

=> ITF, guidelines, iterative PIP, QIG, CTA

Carefully addressing quality and nonclinical
issues before entering the pivotal phase of ATMP
development and robust plan for post-evidence
generation will clear the path for a smooth and
speedy MA and future market access

13

=> PRIME, Scientific Advice, ATMP certification
(SME only), Joint scientific consultation

Advanced therapy medicinal products: Overview | European Medicines Agency (EMA) (europa.eu)
Quality Innovation Group | European Medicines Agency (EMA) EMA
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https://www.ema.europa.eu/en/human-regulatory-overview/advanced-therapy-medicinal-products-overview#training-materials-12382
https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp-working-parties-other-groups/quality-innovation-group
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Find out more on ema.europa.eu
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