
May 2025

The root causes of
unavailability of innovative
medicines and delay in
access: Shortening the wait 

"Patients in certain European countries
can wait about 7x longer than patients in
other countries to get access to the same
medicine, from as little as 4 months to 28
months." 

A new EFPIA report maps out the root
causes of why patients in Europe face long
waits for innovative medicines, highlighting
ten interconnected factors that contribute
to delays and unavailability. From
fragmented national and regional decision-
making to challenges in pricing and
reimbursement, the report captures how
these issues combine to slow patient
access across EU markets. It also outlines
where efficiencies could be gained to
reduce delays while ensuring system
sustainability and patient benefit. 

Read more here. 

09-05-2025

EMA proposes to incorporate
Annex 1 in GMP guide for
ATMPs 

On May 8, 2025, the European Medicines
Agency (EMA) released a concept paper
proposing revisions to Part IV of the EU
Guidelines on Good Manufacturing
Practice (GMP) specific to Advanced
Therapy Medicinal Products (ATMPs).  

Read more here.  

30-04-2025

MAPPING ATMP CAPACITIES
ACROSS EUROPE - Get on the
map

The European infrastructure for
translational medicine as part of the EU-
funded PRECISEU project is leading an
effort to map Advanced Therapy Medicinal
Product (ATMP) capacities across Europe. 

Read more here.

13-06-2025

MHRA publishes ‘world
first' decentralised
manufacturing
guidance 

The English Medicines and
Healthcare products
Regulatory Agency (MHRA)
has published new guidance
documents on decentralised
manufacturing (DM) of
medicines, which allows for
production closer to the point
of care.

The MHRA's guidance on
decentralised manufacturing
is considered a "world first"
and aims to make it easier to
produce medicines closer to
patients, particularly for
personalized or short shelf-
life products. 

Read more here. 

20-02-2025

Academic development
of advanced therapies
—How to foster their
future in the clinic

The large majority of
medicines reach the market
via commercial entities. In
contrast, the basis for the
knowledge, techniques,
process and protocols for
early-stage development of
these therapies lies and
willcontinue to lie, in the
academic environment.
Academia is the key for early
development of ATMPs, but
the alignment with regulatory
requirements is limited and
needs to be nurtured in the
right direction. The following
article delves into how to
foster academic
development of advanced
therapies future in the clinic.

Read more here. 

Open access database
on regulatory
requirements,
guidelines and
legislations for ATMPs
in EEA"

The Regulatory Information
System (RIS) Database is
a central resource offering
detailed regulatory
information for drug and
medical device development
across 27 EU countries (as
well as Norway, Switzerland,
Turkey, Israel and the United
Kingdom).

The database provides free
access to regulatory
requirements, guidelines and
legislations, both at the EU
and national level, with
regular updates managed
by CZECRIN regulatory
specialists.

Read more here. 

14-04-2025

From Tissue Donation To
Distribution: Understanding
EU Regulatory Requirements
In Cell Therapy Clinical Trials 

How to ensure cell therapy trials stay
compliant from start to finish in Europe?
ATMP clinical trials require an intricate
coordination of clinical, logistical, and
regulatory components that span
international borders, specialized vendors,
and evolving regulatory frameworks. While
we are awaiting the SOHO regulation
(2024/1938) to come into force, a guide to
the current directive covering the use
of tissue and cells are useful (read more
about SOHO and its impact here). 

This article breaks down the critical
challenges that emerge at the intersection
of donor tissue legislation and GMP. For
clinical research professionals developing
cell therapies, the European Union's
Directive 2004/23/EC serves as a
foundational framework. Understanding
how the directive interacts with GMP is
essential for successful planning,
compliance, and execution.

 Read more here. 

19-06-2025

EMA Guideline On Clinical-
Stage ATMPs Comes Into
Effect: On The Verge Of
Convergence? 

Developing innovative medical products
categorized as ATMPs is currently a global
endeavour. However, divergence and
incompatibility in the specific requirements
of various national regulatory authorities
risk jeopardising efficient development and
timely patient access to these innovative
therapies. In this context, the EMA's
new guideline on quality, non-clinical and
clinical requirements for investigational
advanced therapy medicinal products in
clinical trials, which took effect on July 1,
2025, seeks to address these challenges.
By consolidating information from
numerous existing EMA documents, the
guideline aims to standardize
requirements, particularly for
manufacturing and quality control (CMC),
and move toward greater alignment with
the FDA. This article examines how far this
new guideline brings regulatory
convergence between the EMA and FDA,
and what it means for the global
development of ATMPs.  

Read more here.

March 2025

ISPOR Publishes
Insights From Its First Global
HTA Roundtable

ISPOR - The Professional Society for
Health Economics and Outcomes
Research (HEOR) has published the
insights from its first Global Health
Technology Assessment (HTA) Roundtable
in the article  "The Importance of Global
Collaboration and Knowledge Exchange: A
Summary Report of the Global ISPOR HTA
Roundtable".

The virtual ISPOR Global HTA Roundtable
convened 100 HTA professionals from 53
countries around the world in 2024 to
connect, share best practices, and build
consensus on global HTA standards.   

The Roundtable participants focused on 3
key topics: (1) gene therapies and other
advanced therapy medicinal products
(ATMPs), (2) improving access to
therapies while navigating budget
constraints, and (3) digital health with a
focus on artificial intelligence (AI).  

Read more here.   

16-04-2025

Health Technology
Assessment: First joint clinical
assessments begin 

The first two joint clinical assessments for
medicinal products have started under the
Health Technology Assessment Regulation
(EU 2021/2282). The first is for a paediatric
cancer treatment and the second is for an
advanced therapy medicinal product to
treat skin cancer. 

Read more here.  

24-06-2025

The changing landscape of
drug clinical assessment

In this podcast, web editor Nicole Raleigh
speaks with Tommy Bramley, SVP of
market access and healthcare consulting
at Cencora, about the Joint Clinical
Assessment (JCA), as yet unanswered
questions (at the time of the conversation)
and the key challenges facing
manufacturers. 

Listen to the podcast here.  

03-02-2025

Unlocking cross-border
clinical trials for
patients in Europe

Clinical trials are critical,
expensive and time-
consuming for drug
development. Multi-country
clinical trials are especially
critical, enabling medicine
developers in Europe to
scale their efforts. Access to
clinical trials are however
uneven across Europe. The
following article delves into
the key elements of
unlocking cross-border
clinical trials for patients in
Europe

Read more here. 

21-05-2025

Cross-border trials:
‘Not every patient is as
lucky as me' 

Savo Pilipovic's journey—
crossing borders to Germany
for a clinical trial—reveals
both the promise and the
exceptionality of cross-
border access in Europe's
clinical research landscape.

While his story illustrates
what's possible, most
European patients remain
constrained by fragmented
regulations, financial hurdles,
and logistical barriers.  

Read more here.  

17-06-2025

Recommendations on
cross-border access to
clinical trials

To address the current
challenges faced by cross-
border participants in clinical
trials, the EU-X-CT
initiative has developed
general recommendations on
key aspects of clinical trial
management and conduct.
The recommendations aim to
improve safe and equitable
access to cross-border
clinical trials within Europe
and was developed in
consultation with over 100
members from 32 countries. 
 
Read more here. 

Clinical Therapeutics - Volume 47, Issue
2, February 2025, Pages e16-e26

A Systematic Review of
Challenges and Opportunities
in the Implementation of
Managed Entry Agreements for
Advanced Therapy Medicinal
Products 

MEAs are a potential route, particularly for
high-cost drugs with uncertain value claims
such as ATMP's. Given their pivotal role in
bridging Advanced Therapy Medicinal
Products (ATMPs) to patients, their
foreseeable future implementation calls for
a specific investigation of their associated
challenges and opportunities. The
following systematic review therefore
delves into identifying challenges and
opportunities in implementing MEAs
specifically for ATMPs

Read more here

23-02-2025

Managed Entry Agreements in
Pharma: How Do They Work? 

How does managed entry agreements
work? This video takes you through the
basics of managed entry agreements,
covering finance-, performance-, and
service-based models and what MEA are
in general. 

Watch the video here. 

MEAs are defined as: "arrangements
between firms and healthcare payers that
allow for coverage of new medicines while
managing uncertainty around their financial
impact or performance". 

Read more here. 

Front Pharmacol. 2023 Nov 28;14:1199500.

Pricing and reimbursement
mechanisms for advanced
therapy medicinal products in
20 countries 

Despite extensive theoretical discussions,
real-worldevidence on pricing and
reimbursement (P&R) strategies remain
limited. This paper bridges that gap with a
comprehensive international review of
regulatory and P&R decisions for all
ATMPs granted centralized EU approval as
of March 2022. Read more to discover
what jurisdictions are actually doing in
practice - and how these real-world
lessons can inform smarter managed entry
agreements going forward. 

Read more here.

16-12-2025

Pros and Cons of Various
Reimbursement Models for
Cell and Gene Therapies 

Cell and gene therapies promise
transformative outcomes but challenge
traditional reimbursement systems with
their high upfront costs and uncertain long-
term data. Different models - like
outcomes-based agreements, annuity
payments, and subscription approaches -
are being explored to balance patient
access with financial sustainability. Each
model carries trade-offs, but also
challenges. Read more about the pros and
cons of Various Reimbursement Models.

Read more here.

Regenerative Therapy - Volume 30, December
2025, Pages 358-370

Current challenges and future
directions of ATMPs in
regenerative medicine 

Although ATMPs have offered significant
improvement for a variety of severe
illnesses, their progressive development is
faced with numerous challenges. Some of
these challenges are current complexities
in their manufacturing. Other challenges
include manufacturing, efficacy, and
scaling up of ATMPsand much more. This
paper reviews the current challenges in
ATMP manufacturing and application,
highlights the advancements in technology
that are paving the way for improved
therapeutic strategies, and offers future
perspectives on overcoming these
barriers. 

Read more here. 

Wound Repair Regen. 2025 May-
Jun;33(3):e70039.

Current State-Of-Play of the EU
Advanced Therapy Medicinal
Product (ATMP) Field, With an
Emphasis on Belgian Human
Cell and Tissue Products 

In 2013, the authors predicted that the
ATMP regulation would adversely impact
Member States' health care systems and
would threaten the sustainability of many
human cell and tissue products (HCTPs)
provided by public health institutions. This
perspective article, assess the actual
impact of the ATMP Regulation, 15 years
after its implementation, with special
attention to the predicted ATMP pricing,
reimbursement, and patient access
issues. 

Read more here. 

Personalized Medicine, 1–7. (2025)

Regional disparities in access
to gene therapies in the
European Union, the United
States, Japan, and China 

Understanding the regional differences in
approved gene therapies, clinical trial
development, and regulatory frameworks is
crucial for ensuring equitable access and
addressing justice issues in advanced
therapeutics. This review aimed to
evaluate the differences between the US,
the EU, Japan, and China and offer policy
recommendations to promote
harmonization between these countries
and regions. 
 
Gene therapy approvals show significant
regional disparities, with the US leading
with 23 approved therapies, followed by
the EU with 16. Few products are
accessible worldwide reflecting challenges
in obtaining cross-border approvals.
Moreover, access is uneven within regions
like the EU, with high-income countries
having better accessibility. High costs and
complex reimbursement processes
exacerbate these issues, with some
products being withdrawn from the market
due to pricing disputes. Regulatory
differences, such as differing data needs,
further delay access in countries, like
Japan, where gene therapy products are
unavailable until years after a product is
ready for approval. Clinical trial activity
mirrors these disparities, with China's
growing number of trials potentially
reshaping the landscape. Harmonizing
regulations across regions could
streamline the approval process for
therapies, making them more efficient and
reducing disparities.  

Read more here.
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Welcome to the CREATIC ATMP newsletter
Issue no. 4 / 2025 

Welcome to the fourth edition of the CREATIC ATMP newsletter. This newsletter
gives you a window to the rapidly evolving regulatory and ethical landscape for
therapies utilizing genes-, cells and tissue. You will find a collection of news on
regulatory developments and discussions spiced up with perspectives and analysis
– all with a focus on social, legal and ethical issues.

The newsletter is published quarterly, with the next issue being scheduled for
November. If you're interested in staying updated on the latest social, legal and
ethical news related to ATMPs, please sign up here. 

In this edition of the newsletter you can find:

- The latest ATMP news 
- Upcoming events 
- Managed Entry Agreements 
- Commentary 
- Research Papers
- What's new at CREATIC?
- Previous webinars available online 

This section delves into the latest news within the ATMP area, with a special focus on Social

Science and Humanities (SSH) including legal and regulatory news.

April 2025

New EU study on the Hospital Exemption
Discover the latest insights from the EU's landmark study on the Hospital
Exemption (HE). The general objective of this study is to give an overview
regarding the national rules providing frameworks for HE and the functioning of HE
in EU Member States. This HE study covers the implementation of HE in the EU
from the entry into force of the ATMP Regulation (30 December 2007) until January
2025, with an additional in-depth focus on the 19 EU Member States. Moreover, it
gathers information on other international regulatory frameworks for innovative
products. Given that NCAs will, in the future, be required to report data on the use,
safety, and efficacy of HE-ATMPs to the EMA - and that the EMA will establish a
repository for this data, including information on the authorisation, suspension, or
withdrawal of HE approvals - this study also aims to propose set of data to be
considered for the national implementation report.

Read more here.

News on HTA and Joint Clinical Assessments

Cross-border trials clinical trials
Cross-boarder access to clinical trials for patients are of particular relevance to the development
of ATMPs, often addressing rare diseases and requiring highly specialised facilities.

   Conference | 02-09-2025 to 04-09-2025
Advanced Therapies Europe 2025

   Webinar | 04-09-2025
Decentralised clinical trials: Turning experience into established practice (virtual)  

Conference | 03-09-2025 to 06-09-2025
Society for Social Studies of Science

Conference | 10-09-2025 to 12-09-2025
EPIP Conference

Conference | 15-09-2025 to 17-09-2025
Centre for the Technologies of Gene and Cell Therapies (CTGCT) Days 2025

Conference | 16-09-2025 to 17-09-2025
Nordic Rare Disease Summit 2025

Event | 18-09-2025
Becoming the World's Most Competitive ATMP Region – Through Collaboration,
Innovation, and Infrastructure 

Conference | 28-09-2025 to 30-09-2025
ISPOR Real-World Evidence Summit 2025 

Conference | 09-10-2025 to 10-10-2025
ATMPs: A Shockwave of Innovation, A Framework Under Debate 

Conference | 13-10-2025 to 14-10-2025
Nordic Life Science Days 

Conference | 28-10-2025 to 29-10-2025
Building Bridges for medicines justice,

Conference | 27-11-2025 to 28-11-2025
ATMP Sweden 2025 Conference 

Conference | 09-12-2025 to 12-12-2025
ISPOR Europe 2025 

Conference | 17-03-2026 to 18-03-2026
The Advanced Therapies - Advancing cell and gene therapies in London 

Cutting-edge ATMPs are pushing healthcare budgets to their limits, with costs reaching

millions per patient. To secure patient access while managing financial risk, managed entry

agreements (MEAs) are being proposed and implemented across Europe. Discover how MEAs

are evolving to shape market access and pricing for ATMPs in the next section. 

Appl Health Econ Health Policy 23, 535–549 (2025)

Alternative Payment Models for Innovative
Medicines: A Framework for Effective
Implementation 
Scientific breakthroughs bring new hope for patients but also challenge payers on
affordability, value assessment, and sustainable access. Alternative payment
models (APMs) can help address these challenges, but there is often a missing
link between identifying the right problems and selecting the right payment
solutions. A new structured, evidence-based approach offers a practical framework
for mapping challenges like budget impact, uncertainty, and value assessment to
APM solutions such as outcome-based agreements, instalments, or subscription
models.

Read more about this step-by-step guide to selecting and implementing APMs to
advance patient access while supporting sustainable innovation here.

Managed entry agreements (MEA) as pathway to
access: a win for all?
Managed entry agreements (MEA) such as performance-based payment schemes
(P4P) are widely perceived to be one of the potential solutions to the priority setting
problem of ATMPs: little evidence and a high upfront price. But, this solution may also
bring about new problems to be solved by frontline professionals.

By Anna Brueckner Johansen, PRIME – Prioritization in Precision Medicine

When the gene therapy Luxturna was approved by the FDA in 2017 as the first gene
therapy to treat an inherited eye disease, candidates for this long-awaited therapy were
excited. But for patients in Denmark, hope soured when it was rejected due to what the
health technology assessment (HTA) agency in Denmark — the Danish Medicines
Council — called an "unreasonably high" price. After continuing negotiations, an
agreement about a performance-based payment scheme (P4P) concluded by Novartis
and the Danish procurement organization for public medicines (Amgros) eventually
enabled patient access. In the P4P-model, payment for the one-time treatment is split up
into several instalments, contingent on the treatment outcomes of individual patients. If
the predefined outcomes are not met, payment stops. The five-year duration of the
agreement served to reduce uncertainty about long‑term effects. In this way, the P4P
temporally enlarges the moment that matters – from treatment administration to years of
follow-up. The Danish state and Novartis thus shared the risk associated with the
treatment's actual effect through a flexibility of the final price, what has popularly been
called ‘no cure, no pay'.

A central argument made by stakeholders as to why the P4P was successfully agreed
was the ability to settle on an outcome measure "that was completely objective, not
open for interpretation or disagreement," (ISPOR, 2022)- Merely the "click of a button".
However, my observations of the annual, clinical tests of patients used to evaluate the
treatment effects of Luxturna reveals that it takes much more than the click of a button to
establish these outcome measures: it is tedious work. Not only are the infrastructuring
efforts of putting this MEA in place huge. It also requires careful labor by frontline
professionals, patients and caregivers as they go through hours and hours of exhausting
and dull work to produce data for the P4P, even after treatment administration. If
performance-based payment agreements are to constitute a more widespread solution
to the clinical implementation of ATMPs, it is important to consider not only the alignment
of price and effect, but also the costs of making such an agreement work in practice.
Notably, human resources, infrastructure, work and logistics needed for the
establishment and implementation of P4P schemes, data and money flows, as well as
annual testing in the clinic of patients both laborious to patients themselves and health
care staff are to be considered, as they may burden already resource constrained
departments.

Moreover, a P4P may benefit industry more than payers. Instead of providing a flat
rebate, which can leak and affect price negotiations in other countries, a P4P seems like
an innovative solution while concealing and obscuring price as an issue, shifting focus to
whether the product has the effect it promises to have. As prices for new ATMPs
continue to rise, we may ask ourselves whether such a shift of focus is the solution to
the problem of little evidence and high pricing. Instead, we could raise the question
whether the logic of pharmaceutical businesses is really geared to a market of one-time
treatments. After all, as critical pharmaceutical studies scholar, Victor Roy notes, "cures
carry the possibility of eliminating the very potential for continual revenue growth on
which their value as assets in financial markets rely" (Roy 2020:99).

Since the payment agreement was settled with Luxturna, another P4P for the gene
therapy, Hemgenix, was launched in 2024. Time will tell whether these agreements are a
viable solution of the priority setting problem of precision medicine or merely a method of
turning the conversation away from the problem of ATMPs high prices to their potential
future effects.  

This opinion is based on ethnographic fieldwork conducted in connection to the PhD project "Valuing
visibility: Rationing dilemmas in rare eye disease" (ongoing, link: https://www.vive.dk/en/project-

descriptions/prime/ ), which explores how different notions of value are enacted among patients and relatives,
health care professionals, regulators, patient organizations, researchers, and manufacturers when a new gene

therapy enters the Danish welfare state.

Views and opinions expressed are however those of the author(s) only and do not necessarily reflect those of
the European Union or European Research Executive Agency. Neither the European Union nor the granting

authority can be held responsible for them.

Personalized Medicine, 22(3), 181–191. (2025)

Global harmonization in advanced therapeutics: balancing
innovation, safety, and access 

Advanced Therapy Medicinal Products (ATMPs), which include gene therapies, somatic cell
therapies, and tissue-engineered products, are a new paradigm for treating previously
intractable diseases. Their regenerative and personalized approach makes them, unlike
conventional treatments, require changing regulatory systems to adjust to their intricacies. This
review gives a comprehensive critique of international regulatory programs, it discusses
problems like regulatory divergence, intricate manufacturing standards, price constraints, and
the transformative role of digital technologies and much more.  

Read more here.  

Availability of Advanced Therapy Medicinal Products in the EU:
Striking Differences Between Countries 
Springer Nature Link, Published 10 April 2025. 

Although Advanced Therapy Medicinal Products (ATMPs) are centrally authorized at the EU
level, their current availability to patients varies significantly between member states. This is
not just about pricing and reimbursement differences — complex manufacturing and
administrative processes, as well as distribution capabilities, play a major role. 

The CREATIC team Zora Čechová, Jana Kubátová, Adéla Bártová, Jakub Jamárik & Jiří
Samek recently conducted an analysis of the 18 ATMPs authorized in the EU as of March
2024. The findings reveal considerable disparities: 
 
🔸 Germany: 16 available ATMPs 
🔸 France and Italy: 11 
🔸 Czech Republic: 6 (above the average of 4.8) 
🔸 Estonia and Latvia: 0 
 
Ensuring equitable access for patients with high unmet medical needs calls for a more
consistent European approach. Potential solutions include facilitating mechanisms for cross-
border care and supporting bedside manufacturing under (the so-called) hospital exemption. 

Read the full article here. 

04-07-2025

We'll recognize blood cancer earlier. But there will never be one
cure, says expert 

"We can no longer think of cancer as a single disease" Says Ondrej Slaby, a leading Czech
tumor biologist and geneticist and one of the leaders of the CREATIC Center of Excellence,
Faculty of Medicine, Masaryk University.  Ondrej Slaby explains that the treatment of cancer
has advanced in recent years, from better diagnostics to reduced side effects, to targeted and
molecularly controlled treatment.  Today, it is no longer just about where a tumor originates in
the body, but about the genetic changes that drive it, which can be precisely targeted for
treatment. It is in this area that experts expect future advances. At CREATIC, for example, we
are developing personalized vaccines from dendritic cells that can "teach" the patient's
immune system to recognize tumor cells and attack them. 

Read more here (in Czech).

CREATIC LabtoP talk - bringing ATMPs from lab til patients
On November 22, 2024, The CREATIC team held the first CREATIC LabtoP talk about bringing 
ATMPs from lab to patients. You can now listen to the podcast from the webinar and learn more
about bringing ATMPs from lab to patients, with focus on the Hospital Exemption as a pathway.  

Strengthening evidence generation in the EU 
High-quality clinical evidence is the foundation of effective healthcare decisions. Watch this
LinkedIn Live hosted by the European Medicines Agency where they discussed how Europe can
enhance evidence generation in a rapidly evolving healthcare landscape.

The EU HTA Regulation: Webinar for health technology developers of medicinal
products
Member State Coordination Group on Health Technology Assessment explain the process for joint
clinical assessments and joint scientific consultations. The webinar is targeted at representatives
of health technology developers of medicinal products.

Conversations on Cancer - Pediatric Cancers: Navigating the Challenges
Together
A one-hour Conversations on Cancer public panel discussion, to examine an array of challenging

decisions faced by members of the pediatric oncology community.  

This newsletter is curated by the CREATIC project, views and opinions expressed in this newsletter are those
of the author(s) only and do not necessarily reflect those of the European Union or European Research

Executive Agency. Neither the European Union nor the granting authority can be held responsible for them.

CREATIC | MUNI MED CREATIC LinkedIn CREATIC KU

Our newsletter shares the latest developments, changes, and discussions in the world of ATMP's and keep
you updated on our upcoming events and initiatives with a special focus on Social Science and Humanities
(SSH) including legal and regulatory issues.
 
For further information about CREATIC, contact Jakob Wested: jakob.wested@jur.ku.dk

For further information about the newsletter, publication of events, opinion and commentaries, contact
managing editor Emma Schou Nielsen: vzk859@jur.ku.dk.
 
Link to CREATIC homepage. Created in cooperation with Masaryk University.
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