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Foreword

2024 was an eventful year, in which new governance
teams had to be established at the European, federal,
and regional levels. All face significant challenges.
Competitiveness, economic growth, and employment
need strengthening, while people and nature require
care. At the same time, public finances need to be put
in order.

In the European Competitiveness Report by Mr. Draghi,
published in September 2024, the pharmaceutical indus-
try was identified as strategically important. Not only
does our sector contribute to economic prosperity, but
it also acts as a powerful driver of public and patient
health, which becomes increasingly vital for an ageing
population. The revision of European pharmaceutical
regulations this past year aimed, among other things,
to strengthen Europe’s position. However, there are still
many areas in EU policy that could be improved, as high-
lighted by the Draghi report Innovation will continue, but
the question remains: where? If Europe’s position deteri-
orates, that would be bad news for Belgium, as our foot-
print within the European framework is considerable.

This is further evidenced by the achievements presented
by pharma.be in this fourth “Report to Society”. Over the
past year, Belgium's pharmaceutical industry retained a
leading position within the European Union in research
and development, production, and export. Yet Europe’s
own position in the ranking of innovative regions is
declining. For instance, if we look at the number of clin-
ical studies conducted on cell, tissue, or gene therapies,
it's evident that countries like the US and China have
moved far ahead of us compared to 10 years ago.

Belgium ranks number one in Europe for research and
development (R&D) investment per capita, with the
sector investing €15.5 million daily in R&D. We rank
number two in terms of clinical studies per capita, patent
applications per capita, and value added per employee.
Furthermore, we are third in Europe for job creation.

Caroline Ven
CEO pharma.be

If our country wants to foster innovation, it must con-
tinue to take measures that encourage scientific
advancement. Without incentives for innovation, many of
the medicines and vaccines we have today simply would
not exist. These new medicines are crucial for patients,
but they must also be made widely and quickly available.
Compared to neighbouring countries, Belgium is slow in
reimbursing new treatments. This needs to be improved,
and it can be. Together with patient associations and
other partners in the healthcare ecosystem, pharma.be
has tirelessly advocated for this over the past year and
will continue to do so.

In 2023 (the latest data available), 98 new medicines
were reimbursed. About half are new medicines for
cancer or immunomodulating agents. In addition, new
medicines were also made available for nervous and
respiratory system disorders — innovations that are very
encouraging for patients and their families. This is the
ultimate aim of the pharmaceutical industry: more and
better treatments for improved public health.

Enjoy (re)discovering the many activities in this fascinat-
ing sector!
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1.1

1.2

Mission of pharma.be

As a knowledge centre and representative association of the innovative biopharma-
ceutical industry, pharmabe acts as a reliable partner to contribute to the sustainable
health of citizens, patients, and the economy in Belgium through knowledge-sharing,

collaboration, and dialogue.

Focus on the patient

pharma.be is the ambassador of innovative biopharmaceutical companies in Belgium and fos-

ters a favourable business environment in a responsible manner. The aim is to make sure that

patients have optimal access to therapeutic innovation. In this way, we also contribute to

improving the Belgian healthcare system.

The manifesto of the biopharmaceutical industry

in Belgium

Living your life to the fullest. Spending time
with family and friends. Enjoying good health. We
all have these needs. They define the way we live
our lives. They drive us in everything we do, every
single day.

We directly employ about 43,000 people at 126
companies focused on the research and develop-
ment (R&D) of innovative medicines and vaccines.

For us, health is central: we want the best pos-
sible life for everyone in Belgium. That is why our
mission is to make Belgium the healthiest place
to grow up, live, work and age through innovative
health solutions.

We are deeply rooted in science. History shows
that the most crucial breakthroughs in healthcare
happen in laboratories. Breakthroughs that have
improved the treatment of breast cancer or turned
HIV into a manageable chronic condition.

But science is a means, not an end in itself.
Science is our passion, but only because it allows
us to make a positive impact on lives. We are the
people who care for others.

The world is changing at a rapid pace: with new
diseases and viruses, an ageing population and
ever-growing digitalisation. And there are numer-
ous new questions. Scientific progress rarely fol-
lows a straight line. In our industry, we fail far more
often than we succeed. There is nothing we can do
about that. But being scientists at heart, we cannot
just accept that. We never give up. It is our responsi-
bility to continue to strive for the best health for all.

We are not alone.Together with patients, doctors,
hospitals, accredited health insurance funds, pharma-
cists, universities, research groups, public authorities
and the government, we are united by a common goal:
the best possible healthcare for all people in Belgium.

Together, we make sure that everyone can live a healthy life.
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1.3 With 126 members

pharma.be brings together 126 biopharmaceutical companies operating across Belgium.
They are present in every key aspect of the biopharmaceutical value chain: from R&D and
clinical trials to production, from market introduction to distribution of medicines.

Group.10: driving
innovation and health

Within pharma.be, Group.10 unites more than 70 small- and medium-sized enterprises, start-ups and biotech-
nology companies. They are active in research and development, clinical trials, production and distribution of
medicines.

Together, they represent:

> + 10% of the turnover of the innovative biopharmaceutical industry in Belgium

> 3,382 jobsin 2023

> 629 medicines on the market in 2023

> €477,119 added value per employee in 2023

Source; pharma.be, based on IQVIA and Bel-first

These smaller biopharmaceutical companies may be more affected by shifts in policy and market conditions,
but they are a driving force for innovation and health.



1.4 As part of a large ecosystem

The members of pharma.be are part of a Belgian biopharmaceutical ecosystem, together
with universities and strategic research institutes, teaching hospitals and pharmaceutical

incubators, as well as logistics players including airports and the Port of Antwerp-Bruges.

faculties for R&D
and/or clinical studies

52

pharmaceutical
production sites

33 B

academic
. hospitals
pharma.be
members
@
Certified (air)ports: . 1 9
Port of Antwerp-Bruges, bioincubators

Brussels Airport, Liege Airport

U
A

headquarters pharmaceutical
companies

Source: pharma.be
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1.5 Committed directors

The Board of Directors is responsible for the strategic management of pharma.be and consists
of 15 directors. The current Chair of the Board of Directors is Frédéric Clais (Eli Lilly Benelux).
Vice-chairman is Xavier Hormaechea (UCB). Board members’ terms of office are valid for three
years. They are elected at the general meeting.

Awaiting new representative

from Pfizer
at time of publication

1 Frédéric Clais Eli Lilly Benelux Chair of pharma.be 2 Xavier Hormaechea UCB Pharma Vice-chairman of pharma.be
3 Renaud Decroix AbbVie 4 Sara Schaufelberger Amgen 5 Angela Thompson AstraZeneca 6 Niels Hessmann
Bayer 7 Sally McNab Bristol-Myers Squibb Belgium 8 Emmanuelle Boishardy GlaxoSmithKline Pharmaceuticals
9 Marleen Hoebus Janssen-Cilag 10 Katrien De Vos MSD Belgium 11 Federico Mambretti Novartis 12 Pfizer
13 Marie-José Borst Roche 14 Bart Vermeulen Sanofi Belgium 15 Paul Newton Vertex Pharmaceuticals



1.6 With a team of experts

The pharma.be team consists of 32 highly motivated employees with a variety of skills
and expertise. They provide services to our member companies, represent them on relevant
councils, committees, and advisory bodies, and promote their interests at various levels,

Meet the pharma.be team
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1. Caroline Ven CEO 2. Ann Adriaensen Secretary General & Public Health Director 3. Geert Steurs Economics Director
- Chief Economist 4. David Gering Communications Director 5. Julie Gusman Market Access Services Director 6. Patricia
van Dijck Political & Medical Director 7. Jennifer Andzouana Members, Partners & Office Assistant (external) 8. Magali
Audiart Pricing & Market Access Advisor 9. Melanie Balcaen Finance & HR Manager 10. Denise Blockmans Webmaster
& ICT Manager 11. Thomas Cloots Economic Advisor 12. Willy Cnops Life Science Advisor (external) 13. Karen Crabbé
Economic & Health Data Advisor 14. Guy De Backer IT Consultant (external) 15. Johan De Haes Public & Animal Health
Advisor - SME Account Manager 16. Tom De Spiegelaere Healthcare Budget Advisor 17. Anne-Sophie Doms Content
Manager 18. Lize Fonteyn Market Access Advisor 19. Olivia Geldof Legal Advisor 20. Nathalie Lambot Public Health
& Clinical Trials Advisor 21. Chloé Legrand Members, Partners & Office Assistant 22. Nathalie Leroy Personal Assistant
to the CEO 23. Filipo Serra Market Access Advisor 24. Annick Vancutsem Members, Partners & Office Assistant 25.
Carine Vancutsem Members, Partners & Office Manager 26. Marie Vande Ginste Prevention & Sustainability Advisor
27.lauraVan Eeckhout Policy Advisor 28. Quentin Vanleeuw Project & Process Manager 29. 0ona Van Nieuwenhove
Public Health Advisor 30. Armand Voorschuur European Policy and Market Access Advisor 31. Marjan Willaert Policy
Advisor - Market Access 32. Hanne Wouters Market Access Advisor

1.7 Specialised partners

Biopharmaceutical knowledge and the regulatory frame-
work are evolving at a rapid pace, leading to growing
complexity. That is why, our members are increasingly
looking for external expertise to keep up with the latest
developments.

To enhance interaction between members and service pro-
viders, we developed modular partner services. In this way,
we help create an active community, stimulate exchanges
and networking between our members and partners, and
strengthen the Belgian biopharmaceutical ecosystem.

As of 2024, pharma.be has established partnerships with
55 organisations across various fields, including pricing
and reimbursement, medicine registration, pharmacovigi-
lance, clinical trials, legislation, therapy compliance and
proper use of medicines, and logistics.

1.8 Internationally embedded

As an association, pharma.be is also embedded interna-
tionally, first and foremost as a member of the European
Federation of Pharmaceutical Industries and
Associations (EFPIA). EFPIA represents the biopharma-
ceutical industry operating in Europe. The direct members
include 37 national associations, 38 leading biopharma-
ceutical companies and a growing number of small and
medium-sized enterprises (SMEs). EFPIA’s mission is to
create a collaborative environment that enables its mem-

bers to discover, develop and deliver new treatments and
vaccines for people across Europe, as well as contribute to
the European economy.

pharma.be is also a member of the International
Federation of Pharmaceutical Manufacturers and
Associations (IFPMA), representing innovative biopharma-
ceutical companies and regional and national associations
worldwide.


https://pharma.be/fr/a-propos-de-nous/partenaires
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2.1
value chain

Operating across the entire

Together, the pharma.be member companies hold strong positions in Europe in every key
aspect of the biopharmaceutical value chain, from R&D and clinical trials over produc-
tion to medicine marketing and distribution. This is due to a unique combination of a well-de-
veloped ecosystem, highly skilled workforce and strong cooperation with governments and

research centres.

The benefits of an integrated approach to the value chain
are great, both for patients, their environment and health-
care, and for the economy. This was abundantly clear
during the COVID-19 pandemic. The Belgian biopharma-
ceutical sector was able to fully meet the challenge, from
research and production to the introduction of innovative
solutions for patients.

In this section, we delve into the innovation activities of
our member companies in Belgium, focusing on delivering

improved solutions for patients: the level of their R&D
investments, the clinical trials they conduct here, the nec-
essary focus on prevention, and the need for new antibi-
otics. We also provide an overview of the new medicines
for which our companies have requested and received
reimbursement and, finally, address the challenges sur-
rounding rare diseases. In chapter three, we will discuss
the added value of these activities for patients, the
healthcare system and society, and their economic return.

Activities of pharma.be members in belgium
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2.2 Research & Development as drivers of
innovation

2.2.1 R&D investments in Belgium

What Belgium lacks in terms of natural resources, it makes up for in knowledge. Research and
Development (R&D) is not only in Belgium’'s DNA, but it's also at the heart of the biopharma-
ceutical industry. The sector delivers a lot of important innovations every year. The added
value is immediately visible, as we live longer and better thanks to these innovations.

In 2023, the sector invested over
15 million euros in R&D every day,
amounting to a total of 5.7 billion
euros.

Over the past 25 years, investment in
R&D has increased fivefold, and in
just the past five years, it has risen by
no less than 58%.

In 2023, on average more than one
patent application was filed per
day in Belgium in the field of biotech-
nology and pharmaceuticals. These
applications are crucial for the sector
because the protection provided by
patents is a prerequisite for continu-
ing to invest in very expensive, long-
term research programmes.

Since 2018, the number of patent
applications in these fields has
increased by almost 42%, about
2.5 times higher than the growth in
all technology domains combined. In
2023, for example, the sector
accounted for nearly 18% of the
total number of patent applica-
tions in Belgium. This makes the bio-
pharmaceutical sector an absolute
leader in innovation.

Evolution of R&D investment in Belgium
(billion euros)

+584%

+9.5% -0.7%

€5.7
bn

0,
+29.1% +47A]

+7.7%

2018 2019 2020 2021 2022 2023

Source; pharma.be, survey amongst members

Evolution in patent applications in Belgium

+4.7%
+ 5.4%
. 165y *49% +4.9%

24

190 :
197 | 219 Q 174

164

151 [l 170 W 166 || 230 | 236 J 203

2018 2019 2020 2021 2022 2023

Source: European Patent Office, European patent [} Biotech (i} Pharma
applications 2011-2021 per field of technology
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2.2.2 R&D investments compared to Europe

Although Belgium is a relatively small country, the people
and the healthcare system can count on a proportionately
high investment in biopharmaceutical innovation. The
total amount of R&D investment in the Belgian bio-
pharmaceutical sector is comparable to that of much
larger European countries. In terms of R&D investments
in 2022, the most recent year for which European compar-
isons are available, Belgium ranks just behind Germany,
while surpassing France. The Belgian biopharmaceutical
sector invested approximately the same amount as Italy,
Denmark, Spain, and Sweden - ranks 4 to 7 - combined in
absolute terms. An impressive tally, considering Belgium
is eighth on the list of European countries by population.

Total biopharmaceutical investments 2022

France Germany

Belgium

Biopharmaceutical investment
in R&D per capita 2022

Looking at investment per inhabitant, Belgium is defi-
nitely in the lead. Our investments in 2022 were almost
two times higher than those of Denmark, second in the
ranking, and were as much as almost three times higher
than investments in Slovenia, number three in the
ranking.

Over the period 2018-2022, Belgian R&D expenditures
per capita grew by more than 56%, approximately 2.5
times the growth rate of total R&D expenditures per
capita in the EU27. No other country with a significant
amount of R&D expenditures per capita realized such
strong growth. Denmark, in second place, actually showed
significantly negative growth.

These impressive figures demonstrate that innovations
cannot be taken for granted. New, innovative medicines
require a particularly large amount of time and resources.
The biopharmaceutical sector is therefore the most R&D-
intensive industry. Not only in Belgium, but also in Europe,
the Belgian biopharmaceutical sector is increasingly
important in terms of R&D.

Growth of biopharmaceutical investment
in R&D per capita 2018-2022

€122.0 ! €489.9

Slovenia Denmark Belgium

+23.5%

+56.4%

Eu Belgium

Sources. pharma.be, survey amongst members & EFPIA, The Pharmaceutical Industry in Figures, Key Data 2024

REPORT TO SOCIETY



Disorders of the digestive system

2.3 Clinical trials for new therapies

Clinical trials are crucial for the development of new medicines or vaccines. Through such trials,
researchers can not only test whether a treatment is effective and safe but also gain valuable
insights into the treatment or prevention of diseases. Clinical trials also offer patients free
access 1o the latest treatments even before they reach the market. Therefore, a stimulating
research environment is essential to achieve advancements in healthcare and health sciences.

Belgium remains a leader in clinical research

Belgium boasts an impressive track record in clinical
research. This success can be attributed to our dynamic
ecosystem, supported by a strong presence and expertise
of biopharmaceutical companies, the outstanding quality
and knowledge of our academic community, state-of-
the-art research centres and hospitals, and the in-depth
expertise of relevant authorities, particularly the Federal
Agency for Medicines and Health Products (FAMHP).

These factors enable Belgium to consistently rank among
Europe’s top countries in clinical trials. In 2023, this trend
continued, with a total of 425 approved applications, over

three-quarters of which came from the biopharmaceuti-
cal industry. Companies thus continue to systematically
invest in developing new treatments across a wide range
of therapeutic domains (see chart).

Cancer research ranks first among these, accounting for
34%. In 2022, Belgium initiated 161 clinical trials in this
field, or approximately one-fifth of all cancer-related clin-
ical research in Europe. This proportion clearly illustrates
the impact of the Belgian biopharmaceutical industry
within Europe in this area.

Share of clinical trial applications by disease domain

5%

o
Cardiovascular diseases h

8%
Respiratory
diseases

7% ———
Autoimmune diseases
9% ——
Disorders of the
nervous system

 25%
Other

,——34%

Cancer

Y 79

Viruses

Source: Deloitte report "Belgium as clinical trial location in Europe - key results 2022"
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Top position under pressure

However, our country's top position in clinical trials is
under pressure, as evidenced by developments over the
past eight years.

If the Belgian biopharmaceutical industry is to remain
competitive on a global scale, our country must not only

Decentralisation for a dynamic and innovative

One of the developments closely followed by Belgian
biopharmaceutical companies is the decentralisation of
clinical trials. This involves conducting certain research
activities, such as administering medication, follow-up
conversations, or completing questionnaires, not in
hospitals but in the patient's home environment, with
consent, of course. This decentralisation is made possible
by technological advancements, such as wearables
(portable devices that monitor parameters like heart
rate).

For patients, this can provide significant benefits: they
don't need to travel as often and can remain in the com-

REPORT TO SOCIETY

keep up with the latest technologies, research methodol-
ogies, and regulations but also help shape and lead them.
Only by continuing to foster a stimulating research envi-
ronment can we provide the best care for patients and
society.

Number of approved applications
for clinical trials

2018 2019 2020 2021

2022

2023

Source: FAMHP data

research environment

fort of their own homes. For researchers, it offers con-
siderable advantages too, allowing better monitoring of
participants and providing more reliable, real-time data in
real-life settings.

Biopharmaceutical companies are eager to support this
trend towards decentralisation, enhancing patient conve-
nience and strengthening the quality of trials. Therefore,
pharma.be advocates for dialogue and collaboration
with all relevant partners to implement further decen-
tralisation. This approach helps Belgium maintain its
international reputation as an innovative, high-quality,
and flexible environment for clinical research.



pharma.be consults patient organisations

on home-based clinical trials

Given the potential added value of decentralisation
for patients, pharma.be conducted a survey in 2024
involving 31 patient organisations. The survey
explored attitudes and willingness regarding remote
(follow-up) visits, home visits by nurses, and the use
of digital tools to collect real-time data. Patients could
also answer open questions about what they see as
the potential pros and cons of decentralisation and
which research elements could be organised remotely.

Some key findings from the survey:

> Patients indicated that decentralisation could
increase their motivation to participate in a clini-
cal trial, as it saves time and reduces the overall
impact on their daily lives.

> Decentralisation may also improve treatment
adherence, as online visits and digital tools offer
more flexibility and convenience in care.

2 More than four out of five respondents believed
decentralisation could also help increase diversity
in clinical trial participation, though they didn't
think decentralisation alone could achieve this.

Overall, the survey showed that patients see primar-
ily positive aspects in decentralisation and are keen
to embrace such an approach. However, some poten-
tial drawbacks and concerns were also noted, such as
reduced contact with the research team and the risk
of loneliness or diminished trust. It's also essential to
ensure that using digital tools does not raise, rather
than lower, the barrier to participation.

You can read the full
results of the survey here:

17


https://pharma.be/fr/medias/actualites/des-etudes-cliniques-axes-sur-le-patient-grace-a-des-elements-decentralises
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Inclusion and diversity must remain ensured

pharma.be not only advocates for retaining and strength-
ening our leading position in clinical trials but also strives
to make these trials easily accessible to a diverse pop-
ulation. Only in this way can trials yield results that are
generalisable and applicable to all who might benefit.

It is essential that clinical trial participants come from
varied backgrounds and characteristics, such as age,
gender, ethnicity, and socioeconomic status. While this
may seem straightforward, it presents real challenges in
practice. To address these issues, pharma.be dedicated
its annual Clinical Trial Forum in early 2024 to the
theme of “embracing diversity & equity in clinical trials”.
Deloitte presented twelve recommendations to enhance
diversity and inclusion in clinical research in Belgium.

Planning and
protocol design

.

J

.

Start-Up

1. Setting diversity, 4. Integrating diversity
equality, and in site selection
inclusion goals

5. Considering fair

2. Challenging the compensation for
rationale behind participants
eligibility criteria

6. Assembling a

3. Collaborating with diverse research
community and pa- team, aware of un-
tient organisations conscious biases and
to reach as many cultural sensitivities
patients as possible

7. Providing DEl training
for staff and the
research team

J

Execution

8. Utilising technology

and innovative trial
designs to enhance
access to clinical
trials

9. Developing and
testing retention
strategies tailored to
subpopulations

10.Systematically col-
lecting data import-
ant for monitoring
fair representation

.

Reporting

11.Making diversity an
integral part of the
research report*.

12.Gathering feedback
from stakeholders

*As part of current good clinical practice, a demographic breakdown of the study population is included in the research report.

Source: Deloitte report “Belgium as clinical trial location in Europe - key results 2022"

Belgium remains a leader in clinical trials per capita in Europe, with 474 authorized
in 2022, 80% initiated by companies. At Eli Lilly, we proudly contribute by conducting
about 35 trials, offering 800 patients early access to innovative treatments. To
secure Belgium’s future as a top research hub, we urge policymakers to adopt flexible
(decentralized) trials and enhance real-world data use. These measures would boost
participation, improve diversity, and enhance both patient and trial outcomes.

Ana Carla Franch, Director, Investigator Engagement, Clinical Research Investigator
Engagement, Delivery & Capabilities S.A. €Eli Lilly Benelux N.V,
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Paediatric clinical trials: a specific
and highly relevant form of clinical research

Belgium’'s impact on paediatric clinical trials within
Europe continues to grow.

In 2022, Belgium accounted for 15% of the total in
Europe.

Evolution of clinical trials with a paediatric research plan in Belgium (2016-2022)

Number of clinical trials
with a paediatric research plan

Percentage of total clinical trials

40 8%
35 - 7%
30 6%
25 5%
20 4%
15 3%
10 2%
0,
> 31 37 L
0 0%
2016 2017 2018 2019 2020 2021 2022

Number of clinical Share of total clini-

trials with a paediatric cal trials

research plan

Source: Deloitte report “Belgium as clinical trial location in Europe - key results 2022"

Paediatric clinical trials are essential to ensure that
this group has access to new medicines tailored to
their anatomy and physiology. Children are not merely
“small adults”; a simple dosage adjustment does not
suffice. Since 2007, the European Medicines Agency
(EMA) has required that any application for the regis-
tration of a new medicine or indication includes a plan
for paediatric research.® This allows for examining if
and how the medicine can be used in children. By July
2024, the EMA had assessed a total of 2,871 such
plans from biopharmaceutical companies since this
requirement was introduced.

Paediatric clinical trials present unique challenges.
They must be conducted by highly qualified profes-
sionals with expertise in paediatrics. Additionally, a
strong network of research centres is essential to facil-

itate knowledge-sharing among researchers, stream-
line trial coordination, and effectively raise awareness
and inform about clinical research opportunities for
children in Belgium.

To further enhance Belgium’s positive impact in this
field, initiatives such as the Antwerp Pediatric Clinical
Trial Network are essential.? Supported by various
partners from the biopharmaceutical industry, it
focuses on coordinated efforts in vaccine research
and infectious diseases in children. The Belgian
Pediatric Clinical Research Network (BPCRN) is
another significant initiative. It was launched by the
Belgian Society of Pediatrics in 2009 with the support
of pharma.be and was revitalised in 2024 under the
auspices of the Belgian Academy of Paediatrics.?
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A new brochure on clinical trials

to raise patient awareness

To ensure patients gain timely access to the latest
medicines, accurate and clear information about clinical
trials is a critical first step.

What is a clinical trial? Who is involved? How can | par-
ticipate? What does participation entail? What data is
collected, and how is it used? These are just some of
the questions for which patients often struggle to find
straightforward answers.

Therefore, pharma.be developed a new brochure in
collaboration with representatives from patient organ-
isations. This clear and accessible resource provides
patients and healthcare providers with a comprehen-
sive tool to address the subject.

Access the brochure:

Our ELECTS center in Wallonia plays a vital role in supporting Eli Lilly’s global clinical trials, coordinating
the packaging and distribution of materials to EMEA and Asia Pacific. This ensures trial sites worldwide
receive resources efficiently, accelerating research and patient access to new medicines. As we inno-

vate, decentralizing trials will be crucial to meeting patient needs and maintaining Belgium's competi-
tive edge in clinical research.

Benoit Lessire, Senior Director, ELECTS Site Head and Global Leader-CT Material Logistics,

Eli Lilly European Clinical Trial Services S.A.

2.4 Prevention as a key to a healthy

future

Prevention involves proactive measures that promote
health and prevent or slow the onset, spread, and progres-
sion of diseases. These measures can include vaccines,
predictive Al algorithms, and efforts to improve air quality.

20 REPORT TO SOCIETY

The biopharmaceutical sector strongly prioritises preven-
tion, as it improves population health, helps reduce health
inequalities, and lessens the strain on our healthcare
system. This approach paves the way for socially, eco-
nomically, and ecologically sustainable care in Belgium.


https://pharma.be/fr/medias/publications/le-point-sur-la-recherche-clinique-en-belgique

Vaccination as a form of prevention

A particularly effective form of prevention is vaccination.
It protects not only individuals but also entire communi-
ties by building herd immunity. Basic vaccination pro-
grammes, for example, have significantly reduced
childhood mortality rates worldwide. Smallpox, a severe
disease, was eradicated globally in 1980, and polio has
been eliminated from Europe thanks to vaccination.

Belgium is a leader in vaccine research and development,
production, and export. From 2014 to 2023, Belgium con-
tributed an average of 42.6% of the total EU export of
vaccines for humans. The vaccination rate among children
in Belgium is high, with over 95% receiving at least one
vaccination against diseases such as measles, polio, and
whooping cough.* However, there is room for improve-
ment among adolescents and adults.

Immunisation across all life stages

The biopharmaceutical industry is prioritising efforts to
encourage immunisation at every stage of life. To support
this goal, pharma.be has mapped the challenges in
Belgium's vaccination landscape through dialogue with
various stakeholders and developed an initial list of policy
proposals, later refined in collaboration with experts. This
aims to help pharma.be shape a policy framework that
supports immunisation across all life stages.

Looking back at the event "Data driven life
course immunisation : What are we waiting for?”

In April 2024, Vaccines Europe and pharma.be hosted
an event on data-driven immunisation across all
life stages at Vaccinopolis (University of Antwerp).
Scientists, industry representatives, and policymakers
debated the importance of integrated data collection
for an effective vaccination policy. Better data
collection enables the assessment of disease burden,
the identification and prevention of outbreaks,
and the evaluation of vaccination programmes. For
the industry, data collection is vital for monitoring
vaccine effectiveness and advancing research and
development of new or improved vaccines.

A highlight was the keynote by Professor Plotkin (USA),
widely recognised as the “godfather of vaccines." He
took attendees through the history of vaccines and
shared his vision for the future of vaccine develop-
ment. During the panel discussion, experts delved
into the challenges and opportunities of data-driven
immunisation, covering topics from the importance of
collaboration and data analysis to the use of vaccina-
tion registries and the need for ongoing innovation in
vaccine research.

One of the key conclusions was that a robust and

integrated approach to data collection and analysis is
essential for optimising vaccination programmes.

More Information:
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https://pharma.be/fr/medias/actualites/retour-sur-levenement-data-driven-life-course-immunisation-what-are-we-waiting-for
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2.5

The urgent need for new antibiotics

Since their breakthrough during WWII, antibiotics have become indispensable in our healthcare.
However, if we fail to halt the rise of antibiotic resistance, we may face a future where doctors
must manage without these essential medicines.

Antibiotics are commonly associated with fighting infec-
tions such as pneumonia. However, they have far broader
applications, reducing risks during surgery and protect-
ing cancer patients undergoing chemotherapy. Modern
healthcare without antibiotics is nearly unthinkable.

Yet, with the rise of bacteria resistant to our antibiotics,
these medicines are losing their effectiveness. Europe
rightly considers antibiotic resistance as one of the top
three health threats. The impact of antibiotic resistance
is increasingly evident in Belgium, where Sciensano
reports that 7% of hospital patients acquire infections
with resistant bacteria, leading to approximately 2,600
deaths each year.

The AMR Action Fund (https://www.amractionfund.com/)
plays a vital role in the global effort to tackle antimicro-
bial resistance (AMR) and supports the development of
new antibiotics in various ways.

Launched in 2020 by a group of biopharmaceutical com-
panies, including pharma.be member companies, in col-
laboration with the World Health Organization (WHO), the
European Investment Bank (EIB), and other partners, the
fund aims to accelerate the development of new antibiot-
ics, with the goal of bringing two to four new antibiotics
to market by 2030.

While the AMR Action Fund is a significant step in com-
bating antibiotic resistance, it is only part of the solution
in developing new antibiotics.

Creating new antibiotics is crucial for both individual
patients and the population as a whole. It helps combat
antibiotic-resistant bacteria, protects vulnerable groups,
supports medical treatments, prevents infection spread,
and contributes to economic benefits and a stronger
healthcare system. By investing in new antibiotics, we
can prepare for future health challenges and improve
public health worldwide.


https://www.amractionfund.com/

2.6 Newly reimbursed medicines

The R&D activities and clinical trials conducted by our member companies in Belgium and
abroad result in the development of new medicines. To make these available to patients in
Belgium, companies apply for reimbursement with the National Institute for Health and
Disability Insurance (NIHDI) so that patients do not have to pay the full cost.

2022

Below we provide information on the number of newly reimbursed
medicines in Belgium in 2023. The added value of some of these
medicines is discussed in chapter three.

2.6.1 According to type

In 2023, 98 new medicines or indications were reimbursed (see
figure for distribution by type).

Notes: L

2 A medicine with therapeutic added value offers higher
therapeutic value than an accepted standard treatment,
according to the biopharmaceutical company concerned. This
means the disease is better treated with this medicine.

Orphan Me-too
> An orphan medicine is a medicine for the treatment of a rare medicines medicines
disease and therefore often provides a solution to an unmet
medical need. L : o :

Medicines with  : New indications for :
therapeutic added : already reimbursed :
2 Anew indication refers to a medicine that is already reimbursed value ; medicines

for a particular indication/condition and for which the company
applies for additional reimbursement for another indication/
condition. For example, this could be a medicine that is already
reimbursed for the treatment of lung cancer but is now also
reimbursed for the treatment of colon cancer.

2023

> A me-too medicine does not offer a higher therapeutic value
than existing medicines for the same indication/disease but may
add value to the patient because of improvements in dosage,
administration schedule, comfort or ease of use. An additional
advantage of these medicines is the greater guarantee that a
treatment can be continued in the case of unavailability of the
existing medicines.
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total 98




2.6.2 According to therapeutic area

The table below provides an overview of the therapeutic
areas (Anatomical Therapeutic Chemical, ATC) for which
new medicines were reimbursed in 2023. More than half
of these were new cancer medicines or immunomod-

ulatory agents (ATC L). In addition, relatively more new
medicines have become available for dermatological (ATC
D), infectious (ATC]), neurological (ATC N), and respiratory
diseases (ATCR).

ATC code

Number of newly
reimbursed
medicines
in 2023

ATC main group

Alimentary tract and metabolism

Examples of pathology

Pompe disease, primary hyperoxaluria

A : type 1l
Blood and blood-forming organs Acquired thrombotic thrombocytopenic

B 3 purpura

C 2 Cardiovascular system Chronic kidney disease, familial
hypercholesterolemia

D 3 Dermatology Atopic dermatitis, actinic keratosis

Genitourinary system and sex -
G 0 hormones
Systemic hormonal preparations Acromegaly

H > (excluding sex hormones and insulins)

Anti-infectives for COVID-19, pneumococcal infections,

] 7 systemic use hepatitis B, varicella zoster

Antineoplastic and Colorectal cancer, lung cancer, breast
immunomodulating agents cancer, kidney cancer, urothelial
cancer, uveal melanoma,

L 53 mastocytosis, chronic myeloid
leukaemia, graft-versus-host disease,
myelofibrosis, chronic lymphocytic
leukaemia, diffuse large B-cell
lymphoma

M > Musculoskeletal system Urinary incontinence

Nervous system Pain, epilepsy, apnoea in premature
N 7 babies, aromatic L-amino acid
decarboxylase (AADC) feficiency
Antiparasitic products, -
P 0 insecticides and repellents
Respiratory system Asthma, cystic fibrosis
R 7
Sensory organs Age-related macular degeneration,
S 2 (diabetic) macular oedema
Vv 0 miscellaneous -




2.7
solutions

Rare diseases: challenges and

While each rare disease affects relatively few people, in total more than half a million
Belgians have a rare disease. Despite significant healthcare breakthroughs in recent decades,
many rare diseases remain difficult or even impossible to treat. pharma.be supports the federal
government's efforts to develop a new Belgian plan for Rare Diseases.

Rare diseases, but many patients

A disease is considered rare if it affects no more than 1 in
2,000 people in the European Union. In fact, 84% of all
known rare diseases affect fewer than 1 in 1 million
people. However, despite the small number of patients
per rare disease, it is estimated that 300 million people

Unique challenges

Developing effective medicines for rare diseases is not
straightforward. Many rare diseases still lack basic scien-
tific knowledge regarding their origins and progression.
Even if a promising molecule is identified that could
potentially cure or slow down a rare disease, further

New treatments

The pharmaceutical industry continues to invest in
research and development of orphan medicines. In 2022,
24% of approved clinical trials in Belgium focused on rare
diseases, totalling 122 new trials. This research produces

worldwide have a rare disease. In Belgium, this figure
stands at over half a million. This is because there are so
many rare diseases—currently, around 7,000 are known
globally.”

development is particularly challenging. For instance,
organising clinical trials — a crucial phase in developing
new medicines — is difficult due to the limited number of
patients, who are often scattered across the globe.

pharmaceutical products to diagnose, prevent or treat
rare diseases with no existing alternatives.® Between
2003 and 2023, the European Medicines Agency (EMA)
approved over 240 of these orphan medicines.






For whom we
Create
added value



28

In this chapter, we will first delve into the added value
created by the biopharmaceutical sector for patients, the
healthcare sector, and society. pharma.be compiled a
comprehensive list of scientific studies addressing the
added value of innovative medicines and vaccines. We
have summarised several striking examples. We illus-
trate the added value of innovative medicines with some
examples of medications newly reimbursed in 2023 and

also look ahead to radioligand therapy, a groundbreaking
cancer treatment.

However, the story does not end there. Our sector is also an
important driver of the knowledge economy. Employment
and export were already impressive and have only contin-
ued to grow in 2023, as is reflected in the positive cost-
benefit analysis of our sector for the Belgian government.

Every day, medicines prove their ability to cure people and improve quality of life. Yet, their
added value and impact reach much further. Numerous studies consistently highlight this,
making it essential to map these impacts. Solid data reveal significant positive effects on life
expectancy, hospitalisation rates, and productivity. In the following sections, we illustrate

these findings with clear figures.

Medicines help us live longer. Innovative medicines
have increased our life expectancy, transforming previ-
ously fatal diseases into manageable chronic conditions
and significantly preventing premature death.

In high-income countries, including Belgium, innovative
medicines contributed 73% to the increase in average life
expectancy between 2006 and 2016, adding 1.23 vears.”

Expressed differently, pharmaceutical innovation has
reduced premature mortality in Belgium by 22% since
20008

We spend less time in hospital. Innovative medicines
reduce the pressure on healthcare systems by preventing
complications and reducing hospital admissions, making
resources significantly more efficient.

Pharmaceutical innovation in Europe saved 13 billion
euros in healthcare costs by avoiding complications
between 2007 and 2017.2

A study in 15 OECD countries estimated that without the
introduction of new medicines after 1981, people would
stay in hospitals more often and for longer. From 1982 to
2015, new medicines resulted in 91% more hospital dis-
charges and 163% fewer hospital days.1°



We can reintegrate into society more quickly.
Innovative medicines enable people to work, study, or
care for their families, contributing to society. Many
studies quantify this impact in monetary terms, providing
numerous compelling examples.

Overall, innovative medicines have delivered 27 billion
euros in productivity gains to EU economies. Specific
innovations in HIV treatment have proven highly impact-
ful, with 22 billion euros in productivity gains between
2007 and 2017.1*

+1.23 years
(2006-2016)

-22% early mortality
(since 2000)

For melanoma patients, immuno- and targeted therapies
have drastically improved survival rates, yielding an esti-
mated 3.8 million work hours and 391 million euros in
annual income across the EU27 due to improved produc-
tivity from 2011 to 2020.1?

In Belgium, health-economic analyses show that an aver-
age of 3,869 euros was gained per patient per year
between 2000 and 2017.13

€3,869 health gain

per patient per year
(2000-2017)
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In 2023, many new medicines were approved for reimbursement (see 2.6), offering significant
added value for patients. Below, we provide examples from the group of medicines whose
therapeutic benefits were recognised by the Commission for Reimbursement of
Medicines (CRM), including orphan medicines.

Children with AADC deficiency produce insufficient aro-
matic L-amino acid decarboxylase (AADC), triggering a
chain reaction: AADC is essential for producing dopamine
and serotonin, which in turn are crucial for making (nor)
adrenaline.**1> A lack of AADC results in a range of symp-
toms, including movement disorders, developmental
delays, and poor functioning of the autonomic nervous
system.

Around 80% of people infected with COVID-19 experience
mild or no symptoms. However, those with compromised
immunity, particularly the elderly or chronically ill, may
develop severe pneumonia, which can be fatal.!8 18 20
While vaccination generally provides protection, its
effectiveness wanes over time and may not be optimised
for new virus variants.??

Antiviral treatments that inhibit viral replication in the
body are thus essential in combating COVID-19. The first
oral antiviral COVID-19 medicine, a protease inhib-
itor, has been reimbursed in Belgium since 2023

Since 2023, a new gene therapy for treating AADC
deficiency has been reimbursed in Belgium.'®* This
one-time gene replacement therapy addresses
the root cause of the disease by restoring dopamine
production in the brain, leading to lasting neurological
and neuromuscular improvements.t” This breakthrough
offers hope for treating this fatal, rare genetic childhood
disease that causes severe disability and suffering from
the first months of life.

for patients not requiring supplemental oxygen but
at higher risk of severe COVID-19.22 Administered
orally, the treatment can begin promptly without
hospital admission.?

Taken within five days of initial symptoms, these
tablets quickly reduce the viral load, lowering the risk
of hospitalisation and death from COVID-19. Patients
requiring admission experience shorter stays and/or
less intensive care, with fewer medical consultations
overall.?* The medicine is effective against all known
virus variants.2526.27.28



HER?2-Positive Breast Cancer

Each year, over 530,000 people in Europe are diagnosed
with breast cancer, and approximately one in five has
HERZ2-positive breast cancer, typically associated with
aggressive tumours and a poorer prognosis.?s 3031

Since July 2023, a new medicine has been reim-
bursed in Belgium for treating adult patients with
unresectable or metastatic HER2-positive breast
cancer who have already received one or more anti-
HER2 treatments.

This new HERZ2-targeted medicine utilises a unique anti-
body-drug conjugate (ADC) technology. It reduces the
risk of disease progression and death by up to 72% com-
pared to another ADC in patients previously treated with
another HERZ2-targeted medicine and chemotherapy.

This new medicine can thus significantly enhance treat-
ment options for patients with HER2-positive cancer.

D,

HER2-positive breast cancer once had the poorest prognosis. Fortunately, thanks to
continuous innovations over the past 20 years, we have already been able to improve
this prognosis considerably. With new ADCs and tyrosine kinase inhibitors, we can now
make a significant leap forward. This breakthrough gives me hope that in the future
we may even be able to cure patients with metastatic HER2-positive breast cancer.

Professor Dr. Francois Duhoux, Oncologist at
King Albert Il Institute, Cliniques Universitaires Saint-Luc

High Immunity in Kidney Transplants

In Europe and the USA, around 170,000 patients with
end-stage renal disease are on waiting lists for kidney
transplants.?? Finding a suitable donor is challenging, but
for those with high levels of antibodies, the chance of a
good match is even smaller. Due to previous blood
transfusions, pregnancies, or transplants, these patients
have many more antibodies, increasing the risk of
rejection.33-3435 3637 While awaiting a suitable kidney, they
are often on long-term dialysis, which can lead to
complications, higher mortality risk, poorer quality of life,
and increased costs.3® 3°

Recently, a new, innovative enzyme therapy for
desensitisation has been reimbursed. This treatment

temporarily deactivates antibodies for a few days,
reducing the risk of acute rejection of a new kidney,
making transplantation feasible even with a less-
than-perfect match.4° Furthermore, the therapy shows
positive long-term outcomes comparable to those of
compatible kidney transplants.** 4

This therapy provides new opportunities for highly
sensitized patients, reducing wait times and elimi-
nating the need for long-term dialysis. Consequently,
survival rates and quality of life improve, while the ther-
apy also contributes to better transplant care and relieves
financial pressure on the healthcare system.
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Multiple myeloma is a type of bone marrow cancer. It
is diagnosed in approximately 1,000 Belgians each year.*?
Patients ineligible for bone marrow transplants have an
average life expectancy of 3.5 to 6 years.** Fortunately,
treatment options have increased significantly in recent
years.

Since 2023, a medicine with a new mechanism of action is
reimbursed for patients who have been treated with at
least three other types of medicines and whose disease
no longer responds to the latest treatment.

Since 2023, patients with previously untreated advanced-
stage kidney cancer have access to a new combination
therapy comprising immunotherapy and a tyrosine kinase
inhibitor that inhibits cancer cell division. This combina-
tion provides rapid, profound, and lasting results,

About 10% of all new breast cancer cases in Belgium
are triple-negative breast cancers (TNBC).52 TNBC is
an aggressive form of breast cancer that is challenging to
treat due to faster growth and malignancy.>® >4 >> Many
patients, often younger women, experience relapse with
an even more aggressive progression.*® The 5-year rela-
tive survival rate for patients with metastatic TNBC is
only 12%.>”

Developing new and effective TNBC treatments is
therefore essential for slowing disease progression,
extending life, and improving quality of life. Since

This new medicine brings T-cells — white blood cells
in the body’s immune system — into proximity with
cancer cells, enabling the immune system to destroy
the cancer cells.

This new treatment doubles the chance of a positive
response and reduces the risk of death by 45%.% Quality
of life also improves significantly.*® Administered via a
subcutaneous injection, this treatment requires less hos-
pital time, and at-home administration is expected to
become possible.#”-48

not only in clear cell kidney cancer — the most common
form — but also in patients with non-clear cell kidney
cancer, a type that is even more challenging to treat.*>>°
This highly effective new combination therapy adds
a valuable first-line treatment option for kidney
cancer patients.s!

2023, a medicine that represents a significant
breakthrough has been reimbursed. It combines the
specificity of an antibody targeting trophoblast cell
surface antigen 2 (TROP2) with a cell-killing agent. It
consists of an antibody that can recognise TROPZ2
(trophoblast cell surface antigen) on the surface of cancer
cells, linked to a cell-killing agent.

This treatment has a manageable safety profile, enhances
both survival and quality of life, and slows disease pro-
gression, providing a new treatment option for TNBC
patients with significant medical and social benefits.



Urothelial carcinoma (UC) is a malignant tumour that
forms on the inner lining of the bladder and urinary tract,
causing urinary discomfort, lower back/abdominal pain,
fatigue, weight loss, and loss of appetite.”® >°® Advanced
UC patients are initially treated with platinum-based
chemotherapy and immunotherapy. When the disease
progresses, however, treatment options become limited.
Prognosis is poor, with around half of advanced UC
patients dying within one year of diagnosis.®®

Since November 2023, a treatment has been reimbursed
in Belgium for the first time for adult patients with an
inoperable or metastatic tumour in the eye (uveal mela-
noma or UM).5* UM is very rare; in Belgium, only about
50 people receive this diagnosis each year. Half of
these patients develop metastases, primarily in the
liver, with a life expectancy of approximately one
year.%5 To somewhat increase life expectancy, treatments
for skin cancer have been used so far, even though they
are not very effective for UM.%6

Since March 2023, a new treatment has been avail-
able in Belgium for adult patients with advanced UC
who have already undergone platinum-based chemo-
therapy and immunotherapy. This medicine employs
an innovative, targeted mechanism, binding directly
to a specific protein on the cancer cell surface, initiat-
ing cell-killing therapy, halting the cell cycle, and ulti-
mately eradicating the cancer cells.5*

This new medicine provides patients with advanced UCan
average of four additional months of life without compro-
mising quality.5% 53

The new medicine changes this. It is an
immunotherapy based on a new technology, InmTAC,
which enables T-cells or immune cells to recognise
specific UM cells and eliminate them.Thanks to this
new therapy, the risk of death is reduced by nearly half,
and average life expectancy rises to 22 months.
Approximately one-quarter of patients experience a
lasting positive effect. Side effects (such as rash, fever,
low blood pressure), some of which can be severe, usually
occur within the first month and improve over time.%”

Ld
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With advancements in research and technology, the
landscape of cancer treatment has witnessed significant
progress, offering a range of therapeutic options: from
traditional approaches like surgery, chemotherapy, and
radiotherapy to more recent innovations like immuno-
oncology medicines and now radioligand therapy (RLT).
Radioligand therapy is a pioneering and targeted
treatment that uses nuclear medicine to treat various
types of cancer with precision. It combines a molecule
that recognises cancer cells (the ligand) with a
radioisotope, aiming to damage or destroy cancer
cells while minimising the impact on nearby healthy
cells. RLT has the potential to provide personalised and
targeted treatments to cancer patients at an earlier stage
of their disease by focusing on the unique characteristics
of the cancer being treated, enhancing the effectiveness
of the treatment.

Belgium has extensive experience in nuclear medicine
and radioligand therapy.

Our country has a unique ecosystem comprising leading
nuclear experts, research facilities, research reactors,
biopharmaceutical companies, production facilities,
specialised physicians, and hospitals. In total, Belgium’s
nuclear medicine sector includes over 5,000 dedicated
professionals, including 350 specialists in the field. With
this wealth of expertise, Belgium can play a leading role in
implementing current and future radioligand therapies,
potentially becoming a global RLT hub and providing more
patients in Belgium with access to groundbreaking
treatments.

To sustain Belgium’s leadership in RLT and make our
healthcare system RLT-ready for the future,
pharma.be is participating in a comprehensive ‘RLT
Action Plan’ involving all relevant stakeholders, such
as healthcare professionals, hospitals, research insti-
tutions, universities, companies, patient organisa-
tions, and supporting administrations (NIHDI, FAMHP,
and FANC). Implementation of the ‘RLT Action Plan’ will
commence in the coming year.

Belgium's unique biopharma valley has world-class players and is a leader in the develop-
ment of revolutionary medicines and vaccines. Besides added value for patients, the
healthcare sector and society, our strong biopharmaceutical sector also provides
a direct economic return and even a positive impact on public finances.

In terms of employment, almost 142,000 jobs are linked
to the biopharmaceutical industry (direct, indirect and
induced employment). The sector also occupies an import-
ant place in terms of exports, contributing significantly to

Belgium’s positive trade balance. In addition, the huge
investments in R&D and clinical trials (see above) make an
important contribution to the Belgian knowledge econ-
omy, which is the basis of our welfare state.



3.2.1 The economic value of

the biopharmaceutical sector

EMPLOYMENT

In Belgium

The biopharmaceutical sector manages to create more
jobs in Belgium time and time again. Employment
increased by about 19% in five years to 44,958 employ-
ees. Growth in jobs was significantly higher than in the
manufacturing industry overall, which recorded growth of
1.7% in the same period. As a result, biopharmaceuticals
accounted for some 9.3% of manufacturing jobs in 2023.

The biopharmaceutical sector's growth rates exceed
those of not only the manufacturing sector but also the
private sector and the Belgian economy as a whole.

However, this is only the beginning. The sector also has
a positive impact on other sectors, such as transport
and logistics. This indirect employment accounts for an
additional 57,276 jobs. When including account employ-
ment generated by the spending of direct and indirect
jobs, the sector accounts for 39,293 induced jobs. This
means that for every job created in the Belgian
biopharmaceutical industry, two additional jobs are
generated. In total, the sector supports nearly 141,500
jobs in Belgium.

Evolution of direct, indirect, and induced employment

in the Belgian biopharmaceutical sector

Total
employment 119,315 121,163
120,000
Induced
employment
90,000
Indirect
employment 60,000
30,000
Direct
employment 37,902 38,489
0

2018 2019

127,381 132,411 136,941 141,528

43,501 44,958

40,464

42,062

2020 2021 2022 2023

Source: pharma.be & PwC, Economic and Societal Footprint of the Pharmaceutical Industry in Europe, June 2019
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The biopharmaceutical sector has a significant positive
impact on the Belgian economy, an effect that is further
amplified by numerous suppliers. A prime example of
these suppliers are Contract Research Organisations
(CROs).

The growing importance of the CRO Sector

2018 2021 2018 2021

Added value Employment

Source: BeCRO, Belgian CRO Benchmarking Report, 2023

The CRO sector is thriving in Belgium. There are 135
active CROs in the country, collectively generating an
added value of 283.9 million euros in 2021, marking a
nearly 30% increase compared to 2018. Employment in
the sector is also on the rise: in 2021, 2,613 people were
employed by CROs, an 11% increase since 2018.

REPORT TO SOCIETY

These CROs specialise in the partial or complete execution
of (pre)clinical trials, making them an essential partner for
biopharmaceutical companies, enabling faster market
introduction of new, innovative medicines. In this way,
CROs substantially contribute to Belgium's knowledge
economy and strengthen the country’s position as a
leading centre for biopharmaceutical research and
innovation.

Internationally, the Belgian CRO sector also performs
exceptionally well, with more than 20% of all
European CROs active in Belgium—the highest pro-
portion of any country.5® Together, they generate the
highest added value, accounting for about one-third of
the total. In terms of employment, only Germany and the
United Kingdom outperform Belgium.



The story of a remarkable partnership

Behind the numbers lies the story of a remarkable
partnership between two strong entities: the
biopharmaceutical sector and the CROs. Together
with BeCRO, the Belgian umbrella organisation of
CROs, we delve into the why, how, and what of this
collaboration.®®

Why is this collaboration
so important?

“The development of medical treatments is
evolving rapidly. Thanks to collaboration with CROs,
biopharmaceutical companies stay at the forefront
and can develop new medicines more efficiently. This
has far-reaching positive impacts on both patients
and society: patients gain faster access to new, more
effective treatments, our body of medical knowledge
expands, and healthcare system costs are reduced.”

How does such a collaboration work?

“CROs and biopharmaceutical companies work
in tandem, each contributing their expertise and
resources to develop new, innovative treatments
and deliver them to patients as quickly as possible.
Biopharmaceutical companies oversee the overall

strategy, specific R&D, conduct the necessary clinical
trials, apply for approvals, and bear the financial risk
throughout the development process. However, they
don't always have the specialised knowledge and
infrastructure needed to manage clinical trials.”

“This is where CROs come in: their core business is set-
ting up and monitoring clinical trials. By outsourcing
this aspect, biopharmaceutical companies can focus on
their core competencies. CROs offer specialised staff
and state-of-the-art labs, are well-versed in regula-
tions and the healthcare system, and maintain strong,
sustainable ties with hospitals and academia. They
bring efficiency and flexibility to the entire develop-
ment process by adapting quickly to the specific needs
of each project.”

What exactly do CROs do?

“The services CROs provide are very diverse. They
invest not only in highly trained staff and high-tech
labs to carry out studies, but also in protocol devel-
opment and oversight, patient recruitment, smooth
communication between all parties involved, financial
management, robust data management, safety moni-
toring, and ethical oversight, among other things.”
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In Europe

The importance of these figures becomes even clearer
when you see them in a European context. Belgium ranks
third regarding the share of employment in the biophar-
maceutical sector (direct, indirect, and induced) as a por-
tion of total national employment.

A diverse sector - role model for our economy

The sector not only generates a large number of jobs, but
also a wide variety of jobs. The Belgian biopharmaceutical
landscape is very diverse, ranging from small start-ups to
highly innovative biotechnology companies and medium-
sized family businesses through to local subsidiaries of
multinational corporations and large manufacturing compa-
nies. This diversity is also reflected in employment. SMEs
represent almost 90% of the market in numbers, accounting
for about a quarter of employment within the sector.

I ..-!I!||I1 w‘ ' "

I T

The companies within the sector are diverse, as are
the job profiles required by the industry, ranging from
non-specialised to highly skilled employees. In this
knowledge-intensive sector, the proportion of highly
educated employees is significantly higher than in other
industries, with approximately 71% holding a higher
education degree. By comparison, only about half of the
total working population has such qualifications. Within the
broader manufacturing industry, this figure drops to 39%,
while in the chemical industry, it is slightly above 50%.

Distribution of profiles in the biopharmaceutical sector in 2023

26%
| N\
 Higher
secondary

24%

3%

 Lower secondary

* Basic-level diploma
* No degree

Va 47%

* Non-university higher
education (long duration)

» University education

» Academic bachelor's degree

* Academic master's degree

» Non-university higher education (short duration)
«\/ocational education

Source: Statbel labour force survey, 2023
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The sector has an extensive pool of skilled employees to
draw from in Belgium thanks to the presence of 12 univer-
sities which provide a strong educational basis and a stable
influx of highly qualified and productive employees. Some
of these highly skilled staff are employed as researchers
in R&D.

Over the last five years, the number of researchers work-
ing in the sector has increased by over a quarter. In 2023,
6,706 researchers were employed in Belgium'’s bio-
pharmaceutical sector, marking an approximate 27%
increase over the past five years. That is an increase of
about 27% within five years. This growth rate again
underlines the highly innovative nature of the sector.
These employees are the cornerstone of the biopharma-
ceutical industry and contribute substantially to its success.

Each year, Randstad conducts research into the
employer image of major Belgian companies and sur-
veys the appeal of various sectors for employment. In
its latest report, published in early 2024, the pharma-
ceutical sector emerged as the top-ranked employer.
For the 23" time in 24 editions, the sector claimed the
number one spot for attractiveness,

A strong brand as an employer makes it easier for
your company not only to attract people - crucial
in today’'s war for talent - but also to retain them
for longer. Employees feel more committed and are
more willing to go the extra mile. However, a good
reputation as an employer is not acquired overnight. It
is about much more than a communication campaign;
reflecting years of dedicated efforts across a broad
range of areas.

The strong performance of the biopharmaceutical
sector is reflected in the fact that, just like the pre-
vious year, a biopharmaceutical company tops the list

Increase in the number of researchers in
5 years

6,706

2018 2023

Source; pharma.be, companies that are members and conduct fundamental
research in Belgium

again this year. Currently, the only company in the Hall
of Fame — a status for companies that have achieved
the first position three times in a five-year period — is
also from the biopharmaceutical sector.

Attractiveness is assessed based on a combination of
various criteria. A strong score in just one area is not
enough for a good result; companies must perform
well across all criteria to achieve a high ranking in the
final list. The biopharmaceutical sector excels in this,
achieving the top spot again this year, followed by the
aerospace sector in second and the media sector in
third place.

The pharmaceutical sector ranks highest in six crite-
ria; work environment, job security, financial health,
job content, reputation, and remuneration and bene-
fits. These high scores match those from the previous
year, showcasing the sector’s consistent performance
across all areas.
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GLOBAL EXPORT

In Belgium

During the COVID-19 pandemic in 2021 and 2022, the
Belgian biopharmaceutical sector played a crucial role
in manufacturing vaccines. The unprecedented scale of
that effort is also evident in its export figures: in 2022,
exports of medicines and vaccines reached almost 100
billion euros. This confirms Belgium’s unique position as
an international hub for medicines.

In 2023, COVID-19 vaccine exports fell sharply due to
the end of the pandemic. As a result, the sector’s total
exports fell by about 20%, to 78 billion euros. However,
over a five-year period, exports continued to grow by
more than 80%. When looking at the numbers excluding
COVID-19 vaccines,

Top five Belgian export sectors

exports in the sector have continued to grow by more
than 55% over the past five years.

With a 14.8% share of total exports, the biopharma-
ceutical sector remains Belgium's export champion.
Biopharmaceutical exports have grown faster than any
of the other top five sectors’ exports over the past five
years. The biopharmaceutical sector is thus taking an
increasing lead and is gaining importance within the
export-oriented Belgian economy.

100 90%
90 80%
80 70%
70 60%
60 50%
>0 40%
40 ’
30 30%
>0 32.4% 31.8% 20%

0,
10 77.9 bn 68.3 bn 61.0 bn M 53.9 bn Lo
0 0%
Biopharmaceutical Mineral Transport Chemical Machinery,
products products Equipment products Equipment,
(excluding and Electro-
biopharmaceutical technical
products) Material
Export Growth
over 5 Years . Export 2023
Source: NBB

Every day, over 213 million euros worth of biopharma-
ceuticals are exported from Belgium. This resultedin a
trade surplus of 9.2 billion euros in 2023. Belgium’s over-
all trade balance shows a surplus of 16.3 billion euros.
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The biopharmaceutical sector therefore accounts for
56% of Belgium’s trade surplus, by far the largest
share of any sector.



Evolution of total exports in the Belgian biopharmaceutical sector
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Comparison with Europe and the world

From a global perspective, Belgium is performing excep-
tionally well. Within the EU, Belgium ranks second in total
biopharmaceutical exports, with only Germany ahead.
Belgium ranks third per capita, after Ireland and Slovenia.
In total, almost 15% of total EU biopharmaceutical
exports are shipped from Belgium.

More than half of biopharmaceutical sector exports leave
the European Union. In total Belgian exports, this is less
than a third. The United States is by far Belgium’'s main
trade partner, representing nearly 20% of Belgium’s bio-
pharmaceutical exports. This is followed by Germany and
Italy, with 11.9% and 7.7% respectively.

Exports in Europe... and far beyond

21.8% 43.9% 15.2%
NORTH AMERICA EUROPEAN UNION ASIA
10.5%
REST OF EUROPE
0.8% 3.6% 2.7% 1.3%
CENTRALAMERICA  SOUTH AMERICA AFRICA AUSTRALIA AND OCEANIA

Source: NBB
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PRODUCTION, ADDED VALUE AND INVESTMENTS

Evolution of added value, investment and production over five years
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Production

In 2023, total industrial output in Belgium’'s manufacturing
sector declined, including in the biopharmaceutical
sector, primarily due to a sharp drop in COVID-19 vaccine

Added value

In terms of added value, the biopharmaceutical sector is
also performing exceptionally well. In just five years, the
added value has doubled, making biopharmaceuticals the
leading sector in terms of added value since 2019. No
other sector can boast higher growth rates. By 2022, the
biopharmaceutical sector accounted for almost a
fifth of the total added value generated by the man-
ufacturing industry in our country. Over the past
25 years, the added value of the biopharmaceutical sector
has quadrupled.

production. However, looking over the past five years,
biopharmaceutical production has more than doubled — a
growth unmatched by any other industrial sector.

This impressive performance is largely driven by the
sector’s high employee productivity. With a gross added
value of nearly €420,000 per employee, it is almost three
times higher than the average in other manufacturing
industries. Internationally, this is an outstanding achieve-
ment, ranking Belgian biopharmaceutical employees
second within the EU27. This achievement clearly under-
scores the importance of the sector to the economy, as
Belgium'’s outcome is more than double the EU27 average.
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Added value per employee (2022)

500
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418,998
0
Biopharmaceutical Chemical
sector industry

Investments in operating assets

The sector’s impressive performance is partly due to
the tremendous efforts in R&D and continuous
investment in operating assets. The investments
encompass land, buildings, installations, machinery, and
equipment, aimed at expanding production capacity or

94,049 149,959

Food industry Manufacturing
industry
excluding the
biopharmaceutical
sector

enhancing the environmental sustainability of production
facilities. Over five years, investments in operating assets
have more than doubled, with the sector accounting for
almost 10% of manufacturing investment by 2023. No
other sector can boast such growth.
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3.2.2 Cost-benefit analysis for the Belgian government

The direct economic impact of Belgium's robust biopharmaceutical sector is evident. Additionally,
the sector positively influences public finances, as demonstrated by the following calculation
based on 20723 statistics.

To create this cost-benefit analysis (see also Appendix 1),  The biopharmaceutical industry, however, also gen-
we first consider the costs incurred by the government for ~ erates significant revenues for the government,
medicines. These costs are reimbursed by the NIHDI and  including:

include expenditures on all reimbursed medicines.

Government subsidies for the biopharmaceutical industry Taxes on labour, amounting to almost 2.8 billion euros
are alsoincluded here. In total, these expenditures amount Sector-specific levies (such as turnover tax)
to 4.5 billion euros. Corporate taxes

Revenues linked to the economic chain created by the
biopharmaceutical sector

In total, government revenues amount to €5.9 billion.

Costs and benefits of the biopharmaceutical sector for Government Finances

2,763 ® Labour charges
m ® Specific sector taxes

Indirect revenue

419 Corporate tax

¢ Medicines expenditure

-99 B Costs
Subsidies
R Benefits
Balance
-5,000 -4,000 0 3,000
mn mn mn

This comparison of government expenditure and revenue  The surplus amounts to almost 1.5 billion euros.
highlights that the biopharmaceutical sector's contribu- A comparison with other countries shows that this posi-
tion to Belgium’s revenue significantly exceeds the gov-  tion is unique, and the envy of many countries.
ernment’s spending on the sector.
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The biopharmaceutical sector is rightly one of the most
regulated in Belgium. It plays a crucial role in ensuring an
invaluable asset: our health and quality of life. pharma.be
fully embraces this responsibility. Since its founding,
pharma.be members have adhered to strict ethical princi-
ples that go beyond the legal minimum standards. Care,
integrity, respect, and honesty serve as guiding
principles.

pharma.be members uphold these core values not only
within their own operations but especially in their interac-
tions with others. Collaboration with knowledge insti-
tutions, governments, healthcare professionals,
patients, and patient organisations is essential.
Effective, innovative treatments cannot be developed
without these interactions. These core values ensure
that the patient’s interest always remains central,
and that every collaboration is transparent, indepen-
dent, and of high quality.

These core values are also formally guaranteed. pharma.be
first introduced its own Code of Deontology nearly
50 years ago, making it the first Belgian industry federa-
tion to do so. The core values have remained unchanged,
but their translation in the Code of Deontology has

For nearly 50 years, pharma.be members have been
committed to their own Code of Deontology, providing a
framework for building sustainable relationships with all
healthcare partners, from academic institutions and
doctors to patient organisations. In recent years, pharma.
be's dialogue with patients and patient organisations has
intensified, as reflected in the roundtable discussions
held on 28 November 2023. During this dialogue, patients
and patient organizations expressed that the complaint
procedure outlined in the Code of Deontology is perceived
as burdensome and overly formal.

evolved to address new ethical challenges arising from
rapid advancements in science, technology, and society.
In 2024, pharma.be revised its Code of Deontology to fur-
ther support increased collaboration with patients and
patient organisations.

pharma.be upholds its core values not only through the
Code of Deontology but also through the Bureau van
Toezicht op de Geschreven Communicatie (BTGC,
Bureau for Control on Written Communication), an
independent body launched in 2010 to enhance the qual-
ity of communication with healthcare providers. These
two initiatives highlight pharma.be and its members’
dedication to transparency, accuracy, and high-quality
work for the benefit of patients.

However, fair and quality care extends beyond the scope
of pharma.be’s operations. In addition to its own initia-
tives, pharma.be actively contributes to broader collabora-
tions and strategic tools. pharma.be is part of the Mdeon
ethical platform and Betransparent. As a representa-
tive of the innovative biopharmaceutical sector, pharma.
be strives to ensure that these initiatives evolve in line
with the changing context and patient needs.

In response to this feedback, pharma.be adjusted the
Code of Deontology in 2024 to better accommodate
the needs of patients and their organisations. Until
now, individuals or organisations with concerns about a
pharma.be member’s compliance with the Code could file
a complaint with the Secretariat of the Code of
Deontology. This complaint was reviewed by the
Committee for Ethics and Pharmaceutical Deontology
(DEF Committee).



The recent amendment to the Code, approved by the
General Assembly on 13 March 2024, now allows for
informal exchange and mediation between a patient
or patient organisation and a pharma.be member.

With growing collaboration between patient organisations and innovative biopharmaceutical companies,
it is crucial to ensure a level playing field in case of disputes. The addition to the Code of Deontology is a

testament to this valued partnership and a sign of mutual trust.

Stefan Joris and Inge Van de Velde, members of the Patient Advisory Board of pharma.be

Additional role for the BTGC

Patients or patient organisations wishing to use this new
option can submit a complaint form online or by post. The
chair of the BTGC (see further) verifies the admissibility
and conducts an initial review of the complaint’s validity.
If the complaint meets both criteria, the parties
involved are invited to an informal meeting led by
the BTGC chair. This meeting allows the parties to speak
openly without lawyers or legal representatives.

Through this process, the parties can exchange view-
points and reach reconciliation in an accessible manner.
Reconciliation is verbal and non-binding. No fees are
charged for this informal procedure. This procedure
applies only to potential violations of the Code of
Deontology; complaints regarding adverse effects or other
product issues are beyond its scope.

DEF procedure also more accessible if no agreement is reached

If the reconciliation meeting does not result in an agree-
ment, the parties may still initiate a formal procedure
with the DEF Committee. In such cases, the revised
Code of Deontology ensures that the DEF procedure, like
the reconciliation process, remains free of charge for the
patient and/or patient organisation. Additionally, they
may choose the language of the procedure — Dutch or

French — without being restricted by the language of the
pharma.be member's registered office location.

Through this amendment to the Code of Deontology,
pharma.be aims to foster an ethical, transparent, and sus-
tainable partnership with patients and patient
organisations.

Core task of the BTGC: verification of written communication

The BTGC has expanded its role to include managing the
informal complaints procedure related to the Code of
Deontology. However, this does not affect its core respon-
sibility: overseeing and supporting member compa-
nies in producing fair and high-quality written

communication. The BTGC focuses specifically on
communications about medicines directed at health-
care professionals and does not extend to communications
exclusively aimed at patients.
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Why?

In Belgium, advertising for medicines for human use is
strictly regulated by the government. This legislation
aims to promote rational medicine use, by ensuring objec-
tivity and providing accurate, complete information.

To assist member companies, the BTGC — an indepen-
dent body composed of a lawyer, physician, and pharma-
cist—was established in 2010. They ensure that company
communications comply with the Code of Deontology and
all relevant laws and regulations. They also provide recom-
mendations for enhancing the quality of communications.
This self-regulation system is a world first.

Advisory Role

The BTGC is not only an oversight body but also an advi-
sor and sounding board. It closely monitors laws and
regulations while staying attuned to communication
trends, including online and cross-media approaches. With
its reports, the BTGC possesses a wealth of information
and expertise. From these, it highlights best practices
and provides concrete recommendations. These insights
are summarised in the BTGC's annual report.

Through this oversight process, the BTGC ensures that our
companies remain vigilant regarding the Code of Deontology
and applicable laws and regulations, adhering strictly to
them. Additionally, practical examples and recommenda-
tions help maintain the integrity and quality of written
communication amidst all trends and developments.
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Oversight Body

The BTGC annually reviews communications for fifty
medicines from fifty different pharma.be member
companies. The companies provide all written communi-
cation for the selected medicine to the BTGC. The BTGC
checks for compliance with the pharma.be Code of
Deontology, adherence to legal requirements, inclusion of
essential details, and clarity and accuracy of information.
Each company receives a report with preliminary findings.
After receiving feedback and/or additional information,
the BTGC prepares a final report, enabling the companies
to adjust their communications accordingly.




The BTGC analysed 50 medicines from 50 different
members.

In 68% of cases, members provided comments and/
or additions to the preliminary report,

And 50 final reports were issued.

In 2023, pharma.be members generally adhered
well to ethical and regulatory requirements for
written communication.

The fact that 68% responded to the preliminary
reports demonstrates that companies priori-
tise clear and high-quality communication. Most
responses either confirmed the implementa-
tion of necessary adjustments or offered further
clarification.

Mdeon consists of around thirty associations, including
physicians, pharmacists, nurses, paramedics, hospitals,
and the biopharmaceutical industry. Under Article 10 of
the Medicines Act, Mdeon aims to provide a high-quality
framework for information and promotion of medi-
cines and medical devices.

For instance, to properly inform healthcare professionals
about the latest developments, biopharmaceutical and

A broader range of communication channels is
increasingly used, requiring extra attention to keep
information accurate and easily accessible across
platforms. For instance, companies may not always
repeat prices or other essential elements in online
communications but instead include a link. While
this approach simplifies updating information, it
should not make finding information difficult for
readers. The BTGC requests that links direct read-
ers straight to the necessary details without multi-
ple clicks.

Graphical representations are frequently used as
well. These can convey information more quickly,
but like written text, they must be clear and com-
prehensive. The BTGC advises providing additional
explanations for graphs and similar visuals where
necessary to avoid confusion or misinformation.

The use of technical terms or specific abbreviations
also poses a risk of confusion or misinformation.
While these terms may be familiar within
biopharmaceutical companies, readers may not
always recognise them or might interpret them
differently. The BTGC recommends clarifying
specific terms and abbreviations.

medical technology companies frequently organise scien-
tific events. In some cases, a visa is required to finance
healthcare professionals’ participation in such events.
Mdeon grants these visas, ensuring compliance with
applicable legislation and ethical standards.

Each year, Mdeon publishes a detailed activity report on
the visa process. The 2023 key figures can be found here:;
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For biopharmaceutical companies, partnerships with
healthcare professionals, healthcare organisations,
patients, and patient organisations are crucial. These
collaborations range from sharing expertise and
participating in scientific research to sponsoring medical
education. Only through close collaboration can the
biopharmaceutical sector continue to foster
innovations and breakthroughs that significantly
improve patients’ lives and quality of life.

Equally crucial is ensuring the independence of the
partners the sector works with. This requires not only
strict laws and regulations but also transparent
reporting. Open and clear communication about these
interactions fosters better understanding and increased
trust in the sector. pharma.be has long emphasised
transparency inits Code of Deontology. Since the Sunshine

Act of 2016, transparency about (direct and indirect) fees
and benefits provided by the sector to partners has also
been legally anchored in Belgium.

Following the Sunshine Act, anyone can find financial
information on www.betransparent.be regarding the
sector's interactions with healthcare professionals,
healthcare organisations, and patient organisations. This
includes fees for services and consultancy, support for
organising or participating in scientific events, and grants
to support healthcare. The transparency register is
published annually. In 2023, pharma.be contributed to
making this register easier and more widely searchable.
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https://betransparent.be/en/

Transparency Register 2023: figures and trends

Figures

> A total of 688 biopharmaceutical and medical technology companies published their data for 2023.

> They invested a total of €303,425,820 in collaborations with healthcare providers,
healthcare institutions, and patient associations active in Belgium.

> This investment is distributed across various types of collaborations, as illustrated below:

€ 198.5 mn

Scientific research

€17.3 mn

Support for patient organisations

€ 26.2 mn

Consultancy services

€ 16.0 mn

Donations and grants

€ 45.4 mn

Scientific events

Trends

Looking at the figures from the past five years, we
observe a general increase in collaboration between
the industry and the healthcare sector, except for a
notable decrease during COVID year 2020.

Investments in 2023 were 13% higher than the previous
vear and 22% higher than in 2019. However, the
growth varies across different types of collaborations.
For instance, investments in scientific research have
risen by nearly 30% compared to five years ago, while
donations and grants have declined by 27%.

A key trend is the intensified collaboration with
patient organisations. Although investments in this
area accounted for only 6% of the total in 2023, this
still represented an approximate doubling compared
to 2019. This shift highlights the growing importance
placed on incorporating the patient's perspective
throughout the biopharmaceutical innovation journey.
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4.1.2 Addressing urgent patient needs

The compassionate use and medical need programs allow, in exceptional cases, the admin-
istration of a medicine still under review and not yet approved by the EMA, to patients with
chronic or serious diseases who have no viable treatment options with existing market-ap-

proved medicines.

In 2014, Belgium adopted European Regulation 726/2004
(Article 83) through new legislation, introducing the con-
cept of compassionate use. Simultaneously, the country
expanded the legal framework by also establishing
Medical Need Programmes.

The main difference between these two programmes lies
in their relationship to marketing authorisation:

Compassionate use programmes (CUP) apply to
medicines that have not yet received marketing
authorisation.

Medical Need Programmes (MNP) involve medicines
that already have a marketing authorisation for a
specific indication but are being considered for use
in an unapproved indication.

To give patients faster and free access to the latest
treatments through these programmes, in exceptional
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cases, even before the registration procedure is com-
pleted, the FAMHP needs to grant a temporary authorisa-
tion or Early Temporary Authorisation (ETA).

Because the EMA has not yet granted market authorisa-
tion, the FAMHP has to strictly weigh the benefits versus
the risks of the medicine. If the application is approved,
the company gives the new medicine free of charge to
patients who are included in the programme at the request
of their treating doctor. The programmes remain in effect
until the medicine becomes available on the market for
the specific indication in question.

This exceptional provision is made in full
transparency; all approved programmes are published on
the FAMHP website.”° Patients and healthcare providers
can consult them there.

By the end of August 2024, more than 42 programmes
were ongoing.

Number of compassionate use and medical
need programmes submitted to FAMHP
over the last five years

2019 2020 2021 2022 2023
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Decisive measures and collaboration needed

Despite advancements, approximately 95% of identified
rare diseases still lack an approved treatment.”2 To address
the challenges in the search for new treatments, decisive
policy measures and public-private partnerships are
essential.

A prime example of such a partnership is the Rare
Disease Moonshot initiative — a coalition of eight inter-
national partners from industry, government, science, and
patient communities. Launched at the end of 2022, this
coalition aims to accelerate breakthroughs in therapies for
rare diseases and currently untreatable childhood
diseases.

The Belgian government also aims to expedite progress.
On Rare Disease Day in 2024 (held annually on the last

: Lon tour |

day of February), the Federal Minister of Health announced
the development of a new Belgian plan for rare diseases.
In this context, pharma.be also advocates for cooperation
and synergy between the government, industry, and
patient organisations.

This was also highlighted at the Rare Diseases Forum
held on 16 April 2024 during Belgium's presidency of the
Council of the European Union. As a co-organiser,
pharma.be, along with nine other European partners,
brought together patient organisations, companies, and
governments to discuss how the European competitive-
ness in R&D for rare diseases can be maintained. Panel
member Caroline Ven, CEO of pharma.be, highlighted the
need for adequate budgets for reimbursing innovative
treatments, including orphan medicines.



In 2023, pharmabe launched an educational information campaign aimed at various
audiences within the healthcare ecosystem. Many topics related to health and medicines, in
particular, are complex, and pharma.be seeks to provide clearer answers to pressing questions.
Information on why certain problems can only be solved through cooperation and, most
importantly, what the sector is doing to improve health for everyone in Belgium. Following a
successful first edition, a second wave was launched on /7 October 2024, with a focus on the

value and availability of medicines.

This year, pharma.be once again engaged with numerous
stakeholders across Belgium. As part of the "pharma.be
on tour”, (future) policymakers and public stakeholders
were invited to visit member companies for a series of inter-
esting debates. By listening to each other and not shying
away from critical discussion, we can make progress.

Media publications, some of which were highly critical of
the pharmaceutical industry, presented a challenge in
engaging with journalists, offering context, and clarifying
the complexities of existing systems and regulations.

Belgium's current reimbursement procedure for
medicines, unchanged since 2001, no longer meets the
needs of today's rapidly evolving scientific and
technological innovations.

To address this, the NIHDI began an extensive consulta-
tion in 2022 with stakeholders such as the government,
patient organisations, the healthcare sector, and the bio-
pharmaceutical industry, including pharma.be. The need
for collaboration among different stakeholders is aimed at
ensuring that the reforms meet the needs of patients and
healthcare providers. pharma.be played an active role in
these discussions.

The pharma.be team also participated in various panel
discussions and debate programmes on topics such as
the (temporary) unavailability of medicines, trans-
parency in government conventions, and the value of
medicines.

Below, we explore three key themes around which
pharma.be has been actively engaged in dialogue over
the past year.

The future-proof system should be innovative and respon-
sive, with transparent and inclusive decision-making.

This led to the development of a “roadmap” for reform-
ing the reimbursement process, which will be imple-
mented in stages starting on 1 January 2025, with full
implementation within two years.
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Key components of the new reimbursement system
advocated for by pharma.be:

A major pillar of the new system is the strengthened
involvement of patient organisations in the decision-
making process regarding medicine reimbursement. The
Commission of Reimbursement of Medicines (CRM)
will be expanded to include representatives who
amplify the patient’s voice, contributing to more
patient-centred decisions.

For the first time, patients and patient organisations
are directly involved in reimbursement decisions for
medicines.

Since 2019, cancer has been the leading cause of
death in Belgium, claiming approximately 228 lives
daily. The current cancer plan has delivered significant
results but dates back to 2008. Needless to say, much has
changed since then. On one hand, there have been
tremendous advancements in technologies, innovative
therapies, and insights, while on the other the challenges
and needs of patients and healthcare providers have
evolved. Despite the annual rise in cancer diagnoses,
more people are now surviving after their diagnosis.

In 2022, the Belgian Foundation against Cancer, Belgian
Board of Oncology, Belgian Cancer Registry, and Sciensano
published the Belgian Cancer Barometer, highlighting
improvements needed in areas such as prevention, screen-
ing, diagnosis, treatment, aftercare, life after cancer, and
palliative care.

cancer patients and their families.

Procedures are streamlined and accelerated, provid-
ing patients with faster access to new and innova-
tive medicines, which is literally life-saving for
patients with severe or rare conditions with limited
or no other treatment options.

Reimbursement becomes more transparent, giving
patients, patient organisations, and healthcare providers
quicker, more comprehensive, and clearer information
on medicine availability and reimbursement.

pharma.be actively supports the rollout of these essential
reforms, aiming to bring innovations from the biopharma-
ceutical sector to patients in a fast and affordable manner
within the healthcare system.

Thanks to the Belgian mirror group for Europe’s Beating
Cancer Plan (EBCP), Belgium is actively involved in numer-
ous EU-funded projects; however, there remains a need
for a Belgian vision with a more integrated approach, clear
objectives, and accompanying funding.

Currently, Sciensano’s Belgian Cancer Centre is develop-
ing a new framework, the Belgian Cancer Inventory, to
monitor cancer care and policies in Belgium.

On 14 March 2024, pharma.be’s Cancer Plan focus group,
together with the Belgian Society of Medical Oncology
(BSMO), the Belgian Haematology Society (BHS), and the
Belgian Society of Paediatric Haematology Oncology
(BSPHO), organised a roundtable. Participants included
representatives from the Belgian Foundation against
Cancer, Kom op tegen Kanker, Belgian Cancer Registry,
FOD Public Health, Sciensano Cancer Centre, the Belgian
Board of Oncology, policymakers, the Patient Expert
Center, and the patient organisation Prolong.

D,

A strong partnership between the government, healthcare professionals, pharmaceuti-
cal companies, and patient organisations is essential for improving the quality of life for

Elke Stienissen, Chair of the Patient Committee of the Belgian Haematology Society
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Reimbursement of cancer medicines for children

Starting 1 January 2024, the NIHDI launched a reim-
bursement project for cancer medicines for children.

Pediatric oncologists frequently prescribe off-label
medications for children because of the limited availability
of cancer treatments specifically developed for them.
Although these medicines were initially developed for
adults, they are also clinically effective for children.
However, off-label medicines were not always reimbursed,
often leaving parents with high costs.

This project addresses that issue. pharma.be supports
this approach to temporary access, as it is based on
the available scientific evidence for administration to
children under the supervision of the NIHDI monitoring
committee.

This solution ensures that standard treatments for chil-
dren with cancer can be continuously adapted and
improved, providing the best possible support for children
with cancer and their families.

D)

Children with cancer represent a very specific group and therefore require a unique focus.

Prof. Dr. An Van Damme, Belgian Society for Pediatric Hematology and Oncology
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In 2023, pharma.be contributed to the establishment of
the Green Deal Duurzame Zorg. This initiative by the
Flemish government aims not only to prepare our
healthcare system for the effects of climate change
and pollution, but also to unite people and organisa-
tions. It fosters collaboration and idea-sharing to pro-
mote sustainability through concrete actions.

Four main themes were identified within the Green Deal:
‘Nature & Health, ‘Climate & Infrastructure, ‘Materials &
Waste, and ‘Medicines in Water! pharma.be actively
participates in the last two themes and co-leads the
‘Medicines in Water initiative alongside Vlakwa (Flemish
Water Knowledge Centre) and the Flemish Environment
Agency (VMM).

Within ‘Materials & Waste,’ we collaborate with others to
raise awareness of sector measures for reducing waste

Another example of pharma.be members' efforts to reduce
their environmental impact is the collection of expired
and unused medicines. You can't just flush those down
the toilet or dispose of them in the rubbish bin. They must
be sorted and collected separately, as they can be harmful
to the environment and to public health. After all, unused
medicines should not be used or disposed of carelessly
(children playing could find them, for example, or animals
looking for food).

To encourage sorting and ensure proper collection, the
biopharmaceutical sector has collaborated with various
stakeholders to develop a convenient zero-cost solution to
the patient. Thanks to this multistakeholder initiative,
you can simply drop off unused and expired medicines to

and properly collecting expired and unused medicines
(see next paragraph).

For ‘Medicines in Water,’ after an exploratory process,
specific actions were proposed, aiming to achieve concrete
results by the end of the Green Deal in 2026.

This includes increased collaboration with surrounding
regions, identifying priority medicines from the European
monitoring list in Flanders, and raising healthcare pro-
fessionals’ awareness of the potential environmental
impacts of medicines, especially on the water
ecosystem.

Through these concrete actions, we work with doctors,
pharmacists, and hospitals towards a healthy living envi-
ronment where environmental care and the right treat-
ment for humans and animals go hand in hand.

your pharmacy. The pharmacist collects the medicinesina
special cardboard box. The boxes are collected by whole-
sale distributors and incinerated; the thermal energy that
is released during the process is reused.

The biopharmaceutical industry bears the costs of the
cardboard boxes and incineration, including transport costs
from the wholesaler’s distribution centre to the incinerator.
These costs are allocated based on the number of medi-
cines sold on the outpatient market in the previous year.

Thanks to this collaboration, an estimated 659,372
kg of unused and expired medicines were collected
in Belgium in 2023.



Total amount of collected expired or unused medicines in kg

667,409 651,158 @ 619,068 658,114 |§ 692,950 | 659,372

2018 2019 2020 2021 2022 2023 Source: pharma.be

From paper to electronic medicine information

Currently, EU regulations still require a paper leaflet with ~ than 100 million packs are dispensed each year for reim-
necessary information and instructions for the safe and  bursed medicines. Paper leaflets have a significant envi-
effective use of each medicine. In Belgium alone, more  ronmental impact.

@)

Always access
to up-to-date information

Personalised and i -

user-friendly content

Reduced environmental impact Supporting public health goals

(less paper and production)

Ef)

T

ELECTRONIC PATIENT
INFORMATION LEAFLET

Rapid access to and distribution of the Flexibility in updating infor-
latest information. mation, reducing the need for

Personalised and user-friendly content product recalls
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e-Pil, a European first

To address this, Belgium's biopharmaceutical industry
began testing an electronic leaflet, the Electronic
Patient Information Leaflet (e-Pil), in 2018 — a
European first. Initially, the e-Pil was used only for a
limited number of medicines in a hospital setting. It
was made accessible through reliable sources like the
FAMHP database, the BCFI (Belgian Centre for Pharmaco-
therapeutic Information) website, and pharma.be's
e-compendium website.

The interim evaluation in 2022 was particularly positive,
not only regarding environmental impact but also in terms
of ease of use: thanks to the e-Pil, users always have
access to the most up-to-date information, which is easier
to read and search. The e-Pil certainly does not fall short
of the paper leaflet — quite the opposite. As a result, from
2023, the pilot project was expanded to a broader selec-
tion of medicines.

Europe also seems to be in favour of the e-Pil

The positive effects have not gone unnoticed in Europe.
As part of the ongoing revision of pharmaceutical legisla-
tion, the European Commission aims to enable the transi-
tion from paper to electronic leaflets. Member states
would individually determine the (gradual) rollout. The
Commission emphasises, however, that patients should
always retain the right to request a paper leaflet.

The European Parliament expressed its opinion on this
proposal from the European Commission in April 2024,
noting that it is up to member states to decide whether
the leaflet should be provided electronically only, or both
electronically and on paper. Such a decision, according to
the European Parliament, should be made based on input
from patients, healthcare providers, and other stakeholders.
The European Council is expected to review the proposal
at the end of 2024.

A new test case

The decision-making process at the European level will
likely not be finalised until 2025, but in the meantime, the
Belgian biopharmaceutical industry is keen to continue
preparing for the transition. A starting point for this
preparation is the final evaluation of the Belgian pilot
project in October 2024. pharma.be is currently exploring
the possibility of setting up a new test case, this time out-
side the hospital environment. This will allow the industry
to optimally prepare for the transition from paper to elec-
tronic leaflets.

In designing this new test case, pharma.be is guided by
the following key questions:

What do we aim to achieve concretely with the test
case?

Which aspects do we want to measure, and how will
we approach this?

What type of medicines would be most suitable to
include?

How can patients and healthcare providers best
access the electronic leaflet?

To obtain well-founded answers, pharma.be is engaging
in dialogue with all stakeholders. Open collaboration
between the industry, governments and administrations,
healthcare providers, and patients is essential to ensure a
smooth transition to electronic leaflets, with respect for
the needs of all parties involved.


https://pharma.be/fr/services/e-pil-electronic-patient-information-leaflet

What does ESG stand for?

ESG stands for Environmental, Social and Governance.
It refers to three key factors that help companies and
investors assess how sustainable and responsible a com-
pany is:

Environmental: How well does a company manage
its environmental impact? This includes issues such
as pollution, energy consumption, and climate
change.

Social: How does a company treat people? This
covers aspects like workers' rights, diversity, and
community impact.

Governance: How is the company organised and
governed? This includes transparency, ethical
behaviour, and the role of the board of directors.

Together, these factors support responsible investment
decisions and promote sustainable business practices.

How does the Belgian biopharmaceutical sector per-
form in terms of sustainability?*

40% of companies consider a sustainable strategy
essential, and 30% have implemented a formal sus-
tainability strategy.

Approximately 50% of companies have strongly
integrated their social role and impact into their
(sustainable) strategy.

50% of companies have already started carbon
reduction initiatives, and around 25% have begun
calculating their emissions.

Around two-thirds of the surveyed companies have
a dedicated ESG person within the organisation.

Over half of the companies surveyed indicate that
sustainability plays an significant role in securing
capital financing.

* These findings are based on PwC'’s “Sustainability Survey in the
Healthcare Space,” which included responses from 41 companies in
the healthcare industry, 17 of which were biopharmaceutical compa-
nies. The percentages reflect the responses specifically from the
biopharmaceutical companies.

What are the ESG challenges for the biopharmaceuti-
cal sector?**

Starting this year, Europe is imposing new sustainability
reporting requirements on larger companies through the
Corporate Sustainability Reporting Directive (CSRD). This
means that these companies are required to consider inte-
grating sustainability into their strategy and report on
their €ESG performance in alignment with the CSRD report-
ing framework. They will need to disclose how they inte-
grate sustainability into their operations, the goals they
set, and how they perform relative to those goals.

The biopharmaceutical sector has a very strong and
positive social impact through the development of life-
saving medicines, improving public health, and enhancing
quality of life. Now, the sector is also increasingly taking
responsibility for environmental issues. One example is
the calculation of the carbon footprint. Many
biopharmaceutical companies in Belgium already measure
the carbon footprint of their own operations. However,
only about a quarter extend this calculation to their entire
value chain, referred to as scope 3 emissions. Under the
CSRD reporting requirements, all larger companies will
need to report on these scope 3 emissions, highlighting
the responsibility companies must take for their entire
value chain.
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There is still progress to be made to bridge the gap
between social and environmental impact. Biopharma-
ceutical companies must ensure they continue to save
lives with innovative and essential medicines and vaccines
while keeping their ecological footprint as small as
possible across their value chain—from research and
development to production, logistics, and patient use.
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Europe is making significant strides to become climate-
neutral by 2050, partly through the European Green
Deal. These ambitious goals affect not only energy
and transport sectors but also impact the pharmaceu-
tical industry. While our members have already made
substantial efforts to reduce their ecological footprint,
new and proposed European regulations on sustain-
ability could greatly impact our sector, including legis-
lation on chemical substances, water purification, and
product circularity.

As an umbrella organisation, we fully support the aim

for a more sustainable world. Protecting both public
health and the environment is one of
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Today, many biopharmaceutical companies are already
taking steps to reduce their emissions: greening vehicle
fleets, buildings, and infrastructure, installing solar panels,
sourcing green energy, and so forth. However, stakeholder
pressure on sustainability will only increase in the coming
years, and it'simportant to note that this pressure extends
beyond the positive social role that biopharmaceutical
companies already play. Smaller companies will also feel
this pressure and need to improve their ESG performance
as the entire ecosystem moves towards a more sustainable
approach.

All these efforts must be made without compromising
safety requirements. In general, over the next decade, the
industry in Belgium and Europe will likely see a more bal-
anced emphasis on both social impacts and environmental
sustainability. Moving forward will require a joint, multi-
sectoral approach to ensure that the industry can con-
tinue its life-saving mission in an environmentally
responsible way.

**Based on an interview with Samar Héchaimé,
Director of Sustainability Strategy & Transformation at PwC,
and Thomas De Cuyper, Senior Director of Assurance at PwC

our top priorities. There are challenges, however: the
impact of these (non-pharmaceutical) regulations on
our sector can extend across the entire pharmaceuti-
cal value chain. This could inadvertently affect aspects
such as innovation, competitiveness, and even the
availability of medicines in Belgium and Europe.

To better understand how these new regulations
influence our sector, we review ecological sustainabil-
ity issues within a dedicated focus group of experts
from our member companies. Together, we work on
solutions that benefit both the environment and
public health.

With our combined efforts, we continue to contrib-
ute actively to a sustainable future and help build a
healthy, green Europe.



Our ambition is to be a
sustainable organisation, res-
pected for the value it brings to
society. We think long-term,
understanding that our future
depends on a healthy envi-
ronment, a healthy society, and a
robust economy. By driving
change to combat diseases while
striving for zero environmental
impact, we address some of the
most significant threats to
human health and prosperity.

y

Sustainability is a core requirement at the
heart of everything we do, guiding our
ambition to positively impact society and
ensuring our long-term success.

y

Our goal is 100% socially oriented,
forming the foundation of our culture.

4

How do biopharmaceutical

companies in Belgium view ESG?

4

Our sustainability strategy aligns closely
with our business strategy, both directed
toward social responsibility and impact, with
patients at the centre.

h

We aim to foster sustainable
behaviour among our employees
not through enforcement or policy
but by embedding it as a cultural
value. We set a good example, for
instance, by increasing the use of
electric transport and consolidating
orders to avoid separate deliveries
of small batches.

A

As part of our mission to bring science to
society, we must fully understand and
acknowledge the broader social impact of
our activities.
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4.1.5 Caring for people and animals

The 3Rs are fundamental principles in animal research,
requiring researchers to reduce the number of animals
used in experiments, refine practices to minimise
animal suffering, and, where possible, avoid or replace
animal research with non-animal methods. The biopharma-
ceutical industry is strongly committed to upholding
these principles.

In 2022 (the latest year for which data is available),
430,671 animals were used in research, a reduction of
1.5% compared to 2020. Among the animals used, 56.1%
were mice and 14.6% were rabbits. Dogs and cats were
used to a much lesser extent (0.08% and 0.05%,
respectively).

In 2022, the majority of laboratory animals were used for
fundamental and applied research (77%). In 2020, this
share was 66.2%. Just under 100,000 laboratory animals,
or 23% of the total number were used in the context of
regulatory studies and routine production (quality and
efficacy testing toxicity tests, etc.), marking a reduction of
nearly 30,000 animals.

Ensuring that medicines are used properly is an important
objective for pharma.be and its members. One of the ini-
tiatives taken by the medicine industry in 2011 was the
establishment of AMCRA, the knowledge centre on anti-
biotic use and resistance in animals (see box).

Within AMCRA, pharma.be works together with the facul-
ties of veterinary medicine of the Universities of Ghent
and Liége, farming organisations, veterinarians and feed
manufacturers to promote the rational use of antibiotics
in animals based on the principle: “as much as neces-
sary, as little as possible.”

By creating guidelines, benchmark reports for veterinarians

and information campaigns for farmers and the general
public, we have succeeded in significantly reducing the
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Number of animals used in research

CEVAYEY EEIVAYAL

2020 2022

Source: EU Statistical Data of all users of animals

use of antibiotics in animals without negatively impacting
the health and welfare of agricultural and domestic
animals.

The figures on antibiotic use in 2023 show that we
are clearly on the right track with a total use of 55.0 mg
of antibiotics per kilogram of biomass.This is a decrease of
21.7% compared to 2022, but more importantly an overall
decrease of 62.4% if we compare it with 2011. Among
critical antibiotics, we have also seen a decrease of more
than 75% since the start of our efforts.

To continue this progress, AMCRA has developed a new
vision for the 2025-2030 period, building on past efforts
with clear objectives and concrete actions.



Together with veterinarians and livestock farmers, we aim  This involves continuing to collect data on antibiotic use
to bring the use of antibiotics in animals down to the  inanimals, supporting livestock farmers, promoting preven-
European median by 2030 and significantly reduce the  tion, and encouraging the use of alternative therapies.
use of antibiotics that are essential for human treatment.
pharma.be and its members will therefore remain a loyal
partner within AMCRA in the future. We will continue to
work with all relevant stakeholders to ensure that both
animals and humans can continue to rely on high-perform-
ing antibiotics when they need them.

Who or what is AMCRA?

AMCRA stands for Antimicrobial Consumption &
Resistance in Animals. AMCRA is a federal knowl-
edge centre dedicated to the reduction of antibiotic
resistance and antibiotic use in animals in Belgium.
The organisation collects and analyses relevant data
and uses this data to raise awareness among veter-
inarians and animal owners and provide targeted
advice.

It is no coincidence that pharma.be’s Animal Health
Group was one of the co-founders of AMCRA in 2012.
AMCRA's objectives largely reflect the vision of our
own organisation.

pharma.be aims to ensure that sick animals in
Belgium can be treated with high-quality veterinary
medicines. The One Health concept is key in this
respect: animal health, human health and environ-
mental health are all closely connected and affect
one another. Sustainable use of antibiotics in veteri-
nary medicine is therefore important to help safe-
guard public health.
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At pharma.be, patients are at the heart of all operations,
with the goal of ensuring that patients have the best
possible access to therapeutic innovation. This is
achieved not only for patients but, more importantly, in

In spring 2021, pharmabe Ilaunched the Patient
Engagement working group, consisting of patient ambas-
sadors and those responsible for patient engagement
within pharma.be member organisations. Together, they
set the key focus areas each year.

For 2024, the working group outlined a clear mission:

To systematically integrate the patient’s voice into
the healthcare system and become a trusted partner
for collaboration, guided by our 10-point checklist.

The 10-point checklist, developed in 2023 with patient
input, serves as a framework for pharmaceutical companies
to work in a patient-centred manner.

The mission and objectives result from intensive listening
and collaboration with patient organisations, making dia-
logue with these organisations a cornerstone for pharma.
be. Just as the 10-point checklist offers members a frame-
work for patient-centred approaches, pharma.be uses var-
ious methods to facilitate this dialogue. The Patient
Engagement working group is one such method, and the
Patient Advisory Board is another. However, perhaps the
most prominent is the annual Roundtable for patient

collaboration with them. Only in this way can this goal
be fully realised. The 2023 Roundtable for Patient
Organisations was therefore aptly titled ‘From Patient to
Partner!

This mission for 2024 has been translated into three con-
crete objectives:

Supporting patient health literacy and further sim-
plifying administration for patient organisations

Improving collaboration between companies and
patient organisations

Systematically integrating the patient perspective
into operations

organisations, a highlight each year where knowledge is
shared, listening is prioritised, and intensive debates are
held. The invaluable insights from this Roundtable then
serve as the foundation for action within the Patient
Engagement working group. The third Roundtable on
21 October 2024 once again provided numerous action
points, with over 50 patient organisations participating.
Under the theme ‘Patient Engagement is a Right and a
Responsibility, a comprehensive programme was offered,



including a review of the previous Roundtable’s outcomes
and presentations on the latest developments and hot
topics:

The added value of patient organisations
Patient Empowerment Charter

Health literacy

The patient’s voice in the new reimbursement
procedure

The importance of health data.

Following this, smaller groups engaged in intensive dis-
cussions on how the patient's voice can be more fully
heard in the broader healthcare system and where there
may be further or new opportunities for collaboration.

These Roundtables go beyond informing, debating, and
networking; they primarily serve as the foundation for
developing concrete actions. In 2024, two projects were
launched to empower patients further:

Consultancy Agreement

The Roundtable on 28 November 2023 highlighted
the need for the biopharmaceutical industry to sim-
plify administration for patient organisations. Many
patient organisations lack the time, expertise, or
manpower to review or draft extensive contracts.

In response, pharma.be, together with industry
members, developed a simplified ‘Consultancy
Agreement’ model. Such agreements can often
exceed fifty pages, but in the simplified version, the
essential clauses were condensed into a three-page
document—a significant improvement. Despite its
brevity, the new agreement meets all criteria to
comply with the highly regulated biopharmaceutical
sector.

The simplified agreement was validated by both
pharma.be members and patient organisations, as
well as the Patient Advisory Board.

Patient organisations are essen-

tial allies in the healthcare landscape, advocating
for positive changes that benefit all stakeholders
and society at large. Their voices and perspec-
tives are now more critical than ever to drive

continuous innovation within the health system.

Sofie Bekaert, Head of Programme,
Health, King Baudouin Foundation

D,

To help the Patient Engagement working group pri-
oritise and evaluate its projects, pharma.be relies on
a Patient Advisory Board.

The advisory board has 9 members:

Inge Van de Velde (MS)

Veerle De Pourcq (ReumaNet)
Elke Stienissen (Lymfklierkanker)
Axel Vanderperre (HIV)

Eva Schoeters (RadiOrg)

Stefan Joris (Muco)

Gay Charles (MyMu)

Veronique Van Assche (SMA)
Katleen Franc (Crohn & Colitis)

The Patient Advisory Council discusses not only cur-
rent but also future needs. Together, we determine
the actions through which we can create the great-
est impact, aiming to foster greater collaboration
among companies to enhance quality outcomes for
patient organisations while simplifying processes
for them.
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https://pharma.be/fr/medias/actualites/collaborer-ensemble-pour-simplifier-ladministration-des-associations-de-patients

70

A Guide to Better Collaboration

Another concrete action to facilitate collaboration is
a handbook for partnerships between biopharma-
ceutical companies, patient organisations, healthcare
providers, and other organisations. As collaboration
increases, which is positive, there remains a lack of
synergy between biopharmaceutical companies on
shared projects. This gap limits opportunities to
make projects even stronger and more sustainable.

Therefore, pharma.be is developing a collaboration
guide for the entire patient journey. The guide will
provide a theoretical framework along with numerous
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examples to inspire current and future partnerships,
including practical tips and tricks for optimising
collaboration. It will be structured as a "living”
document, allowing for new examples and lessons
learned to be added over time.

Through such concrete actions and systematic
dialogue, pharma.be aims to continue creating value
for patients and patient organisations, working
towards solutions that deliver the best possible
healthcare. Together, we are building a future where
the patient's voice is firmly embedded within the
healthcare system.

From Patient to Partner
Round Table 3

Fupimr 21, 1% 1 Fell




4.2.2 Working together for relevant health data

RealWorld Data (RWD)isanumbrellaterm fordataonthe
effects of health care (such as safety or effectiveness)
that is not collected in the context of highly controlled
randomised clinical trials (Randomised Clinical Trial,
RCT). These may include, for example, clinical and
economic results, administrative data, patient-reported
outcomes (PROs) and health-related quality of life
(HRQol). These data come from very diverse sources,
such as patient registries, electronic medical records or
health insurance company databases.

In primary and secondary use

To provide each patient with the best possible care, a sub-
stantial amount of data is collected. This may include
information on allergies, medications used, previous sur-
geries, scan results, blood tests, and so on. These data are
shared with the patient and their healthcare providers,
enabling all parties to work together effectively on the
patient’s health or recovery. This constitutes the primary
use of health data.

The health data of individual patients can also provide
valuable insights for other or future patients. By sharing
and analysing a wide range of data, healthcare providers
can design improved care pathways, accelerate medical
research into new treatments, and identify patterns and
connections that may not be visible in individual cases.
These insights are crucial for developing efficient and
effective healthcare strategies. This secondary use of
health data contributes to the continuous improvement of
care and our healthcare system.

According to the US FDA, Real World Evidence (RWE)
refers to clinical evidence regarding the usage and
potential benefits or risks of a medical product derived
from analysing RWD. RWE complements traditional
clinical trials to enable validation in daily clinical
practice.

In the life cycle of a medicine

Throughout a medicine’s lifecycle, health data are invalu-
able—from the earliest discovery phase to the post-market
surveillance phase when a new medicine is eventually
available to the public. Real-World Data (RWD) contributes
to a better understanding of disease development and
progression, facilitates patient recruitment for clinical
trials, enhances cost and cost-effectiveness insights, sup-
ports evidence-based medicine, and more.
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This diagram provides an overview of the added value of using RWD throughout the lifecycle of a medicine:

Discovery

¥ Enhanced understanding of disease
origins and development

Improved characterisation of
diseases and patient populations to
identify current needs

Making medicines

accessible to patients

¥ Enhanced understanding

of resource use, costs, and
profitability

Personalised medicine and
tailored care: segmenting

Monitoring of
medication usage

Creation of clinical
decision support
systems
Identification of the

patient populations for
optimal therapeutic
response

Developing medicines in
collaboration with patients

Optimising recruitment of trial
participants through more effective
patient identification

A health data ecosystem

To effectively use RWD for innovative treatments that
improve patient quality of life, a well-functioning
ecosystem is essential. This begins with the foundation:
individual patient health data, which must meet specific
criteria to be suitable for reuse. Data collection and
processing must also protect patient privacy at all times.
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most underserved
subpopulations

Source: pharma.be

However, data alone is insufficient. To fully realise the
potential of RWD, clear commitments and agreements are
needed among core stakeholders: healthcare providers
and the biopharmaceutical industry. They must also have
the required expertise and (technological) infrastructure,
supported as necessary by external service providers.
The government plays a crucial role in the ecosystem by
providing a regulatory framework and incentives to
encourage the reuse of RwWD to improve healthcare.



Better healthcare and more biopharmaceutical innovation through secondary use of data

Health(care) data as a core factor
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to ensure that high-quality data is registered only once
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RWD is incredibly valuable but also highly sensitive, as it
involves deeply personal patient information. In both
primary and secondary uses of RwWD, patient privacy
protection remains paramount. Health data may only
be reused if the General Data Protection Regulation
(GDPR) and Belgian privacy laws are respected.

A federated approach requires data that is Findable,
Accessible, Interoperable, and Reusable (FAIR).
Without data meeting these FAIR principles, researchers
and developers cannot proceed effectively, and RWD
cannot provide added value.

REPORT TO SOCIETY

Data must, under no circumstances, be traceable to an
individual patient. A key method to ensure this is feder-
ated analysis, whereby data remains with the original
sources, and researchers only access aggregated and ano-
nymised analysis results, not the raw data itself, minimis-
ing privacy risks.

FAIR data is at the basis of a health data eco-
system. FAIR stands for:

Findable

to be usable, data must of course
be easy to find, for example via a
metadata catalogue in one place.

Accessible

data must be accessible (within
a predefined and transparent
framework).

databases and collections must

be compatible with our Belgian
e-health infrastructure so that they
can be linked together.

Reusable

data should be reusable for
research, healthcare and policy
decisions.



Belgium has made significant progress in making health
data FAIR, thanks in part to the Health Data Agency,
established in March 2023 to facilitate the use of health
data in scientific research. One of its core activities is
ensuring data meets FAIR standards, making Belgium a
European frontrunner in this area.

The NIHDI also contributes to this leadership position
with initiatives like the learning network RWE4Decisions,
which brings together stakeholders — including patient
organisations, government bodies, the biopharmaceutical
industry, and data experts — to determine who, when, and
how RWD should be collected to generate Real-World

With these strengths, Belgium is well-positioned to build
arobust health data ecosystem and to maintain its leading
role in clinical trials while striving for a global top position
in RWD research. However, there is no time to lose in
implementing this ambitious data policy, and pharma.be is
(pro)actively engaged in this effort across various areas.
Biopharmaceutical research with RWD leads to new
health outcomes that benefit patients.

For nearly a decade, pharma.be has had an RWD focus
group and, since 2022, a Health Data & Digitalisation
taskforce. This taskforce supports or initiates projects and
policy initiatives in health data and digitalisation. One of
the taskforce’s key initiatives is the development of

pharma.be looks forward to continuing the digital
transformation of Belgium's healthcare ecosystem with
its partners, aiming to enhance patient health outcomes.
Numerous new opportunities are on the horizon, one of
the most significant and transformative being artificial
intelligence (Al). While the actual added value of Al for
healthcare was not immediately clear in the early stages

Evidence (RWE) that supports patients, healthcare provid-
ers, and healthcare systems in decision-making.

Belgium also excels in healthcare digitalisation, ranking
number one in e-health and data infrastructure.

Digitalisation encompasses a wide range of technologies
that enable doctors to electronically record health data,
follow up on patients, and more. Through mHealthBELGIUM,
Belgium is a pioneering country in Europe for supporting
healthcare technology, laying the groundwork for tele-
medicine and remote monitoring.

guidelines and a step-by-step plan to align RWD projects
correctly with GDPR and Belgian privacy laws.

The results of these initiatives are also discussed at the
annual Forum Health Data & Digitalisation hosted by
pharma.be. This forum promotes open debate among RwD
and digital healthcare experts, companies, government
bodies, and other stakeholders. Additionally, pharma.be
supports government initiatives, such as those by the
Belgian Health (Care) Data Agency, to ensure that RwWD
can be reused safely and ethically. The biopharmaceutical
industry has amassed extensive experience and knowl-
edge in data projects and is eager to share this expertise.

of this technology, it has since been proven that
integrating Al into the biopharmaceutical sector can
radically transform how medicines are developed,
tested, and delivered.

One of Al's greatest advantages is accelerating the
medicine development process.

75



76

Currently, developing a new medicine is a lengthy process
with limited success rates and high costs. However, Al
algorithms now allow for the analysis of vast datasets,
enabling faster identification of potential medicine
candidates.

Al also plays a crucial role in improving clinical trials. By
using Al, biopharmaceutical companies can more rapidly
identify suitable patients, significantly shortening recruit-
ment times. Al assists in monitoring patients during clini-
cal trials and in analysing the vast amounts of data
collected throughout these studies. This not only leads to
more efficient research but also to better and more reli-
able results.
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Al also advances personalised medicine significantly. By
analysing patient data and recognising patterns, Al
systems can develop tailored treatments that align better
with individual patient needs, leading to more effective
treatments with fewer side effects. In Belgium, Al is
already being utilised to develop patient-specific
treatments, particularly in complex disease areas such as
cancer and rare diseases.

New opportunities, however, bring new concerns—or
rather, familiar concerns revisited in this new context.
Protecting patient data and managing data and new
technologies ethically have always been priorities for
pharma.be, and this focus remains stronger than ever. We
aim to be a highly reliable data partner and a responsible
data steward within the wider healthcare ecosystem.

Panel discussion on Al in Health

VAT




Medicines should always be available whenever patients
need them. However, in reality, medicines are sometimes
temporarily not available. This can be challenging for
patients; however, biopharmaceutical companies are equally

Many initiatives are already being taken in Belgium in
consultation with the Federal Agency for Medicines and
Health Products (FAMHP) to supply wholesale distributors
and pharmacists in time for patients to have their
medicine. The FAMHP was the first in Europe to set up a
reporting system, "PharmaStatus”, which provides
comprehensive thorough transparency regarding the

First, pharmaceutical companies do not take any risk in
terms of safety and quality of products. Inspections are
also particularly strict in Europe. The manufacturing pro-
cesses for medicines and vaccines are highly time-con-
suming, extraordinarily complex, and delicate. Most
vaccines, for example, have a manufacturing process that
takes more than 18 months. The same is true for other
biological medicines developed from living cells. An unex-
pected issue at every step in this process, sometimes
cannot always be resolved immediately or easily, poten-
tially leading to major delays in the delivery of the next

Second, we note that maintaining local production in
Europe is a major challenge for all industrial sectors.
Higher wage and energy costs mean that production
at low prices is not competitive and those activities
are shifting to other parts of the world.

committed to ensuring their medicines are always
available when needed. Fighting medicine shortages
requires more than just the good will of stakeholders on
the ground.

causes and duration of unavailability for the benefit of
healthcare professionals and patients (see box). Companies
also prudently stockpile medicines to supply pharmacists
directly to ensure availability for Belgian patients.

However, unavailability is a complex issue with many
causes at different levels.

batch. With dire consequences, including stock-outs, often
not only for the Belgian market but also for other European
or even non-European countries. After all, medicines are
rarely produced for one country, but for an entire region or
even the world. Scaling up to meet increased demand
cannot happen overnight. Raw materials are also often
scarce and these need to be handled very carefully.
Holding large reserve stocks is therefore not justified and
could lead to major upward price pressure or even scarcity
of other medicines that require the same raw materials.

The biopharma sector is not exempt from this dynamic.
Only high-value-added activities requiring extensive
specialised knowledge are able to avoid it for now.
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Moreover, frequent price cuts for medicines in the off-pat-
ent segment, imposed by the Belgian government, some-
times make it unfeasible for companies to continue

Finally, medicines must be able to circulate in Belgium
according to the free movement of goods in the European
Union. Since the price of a medicine is set by governments
on a country-by-country basis, this often leads to the
movement of medicines from countries with lower prices
to those where they are sold at higher prices.. We call this

In 2024, a collaborative effort involving all stakeholders
led to the development of a system designed to protect
patients from incurring additional costs when their medi-
cine is unavailable, and an alternative must be imported
by pharmacists from abroad.

The issue of unavailability is being discussed with the
health minister as part of the reform plans. To make and
keep medicines available to Belgian patients in the future,
we will have to make the necessary long-term adjustments
to make our distribution system less susceptible to all
kinds of external factors. Encouraging a healthy
competitive economic environment that allows multiple
stakeholders into the Belgian market is one of the
necessary adjustments to put a sustainable distribution
system in place.

That is our commitment to society, a role we take very
seriously as an industry.

offering certain medicines. As a result, these medicines
may permanently disappear from the Belgian market,
which can be highly disadvantageous for Belgian patients.

parallel export. The quota system attempts to address
thisissue, butitis often challenging for biopharmaceutical
companies to supply adequate quantities quickly in the
event of an export leak. Scaling up production is a complex
and time-consuming process.

In many cases, these imported medicines are more expen-
sive and not reimbursed, resulting in significant costs for
patients. However, through this system to which all bio-
pharmaceutical companies contribute, patients will no
longer face extra charges for an imported medicine that
replaces an unavailable product.

That is why pharma.be, together with the FAMHP
and all stakeholders within the distribution chain, is
looking for solutions to minimise the impact of non-
availability of a medicine on patients.

What happens

when an essential
medicine is suddenly
unavailable?

WANT TO
FIND OUT?



Along with the other actors, the biopharmaceutical
sector should be transparent and provide clear
information on medicines that are not available.
The FAMHP’s online application PharmaStatus plays
an important role in this. Thanks to PharmaStatus,
doctors, pharmacists and patients can easily check
how long their medicine will be unavailable and why.
Through PharmaStatus, the FAMHP can also provide
alternatives for unavailable medicines. Finally, using
PharmaStatus, wholesale distributors, pharmacists
and companies can work together to find solutions if a
medicine is unavailable in a pharmacy or at a wholesale
distributor.

Looking at the actual figures, we see that 590
medicines were temporarily unavailable in October
2024. Although this has an impact on the patient and
the healthcare provider (getting a new prescription,
additional visits to the pharmacy), the impact on
the continuity of treatment is limited. In 393 cases
there was at least one alternative available, and in
332 of these cases patients had even three or more
alternatives. In a majority of the other cases, the
patient could be helped by importing a medicine from
abroad or by adjusting the treatment. Where even these
solutions were not possible, the FAMHP convened
a working group to formulate recommendations to
ensure the care of affected patients.

4.2.4 Collaboration for the correct implementation of

European regulations

From 12 January 2025, the new European regulation for
Health Technology Assessment (HTA) comes into force,
initially focusing on new oncology products and advanced
therapy medicinal products (ATMPs). Following the initial
implementation, orphan medicines will be included in
2028, and other medicines will follow in 2030. This new
regulation will bring significant changes to the evaluation
of new medicines.

The new EU HTA procedure means that the assessment of
new medicines will no longer occur solely on a national
level but partly through a joint European process. This
integrated approach between EU and national HTA will
make more efficient use of resources, reduce duplication,
and create greater predictability in the assessment
process. Early involvement of all stakeholders is essential
for optimal alignment.

Collaboration between NIHDI, the Commission of
Reimbursement of Medicines (CRM), biopharmaceutical
companies, patients, and clinicians is crucial to success-
fully implement this new regulation. The Joint Clinical
Assessments (JCA) will improve quality and expedite deci-
sion-making at the national level. This avoids repeated
evaluations at the national level, accelerating access to
innovative technologies for Belgian patients.

On 30 January 2024, the European Commission and the
Heads of HTA Agencies Group (HAG), along with national
HTA agencies from the Netherlands, Austria, Belgium,
Ireland, and Luxembourg, hosted a meeting focusing on
the national implementation of this regulation.
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Key stakeholders attended, including NIHDI and
representatives from patient associations, healthcare
professionals, scientific associations, the industry,
national decision-makers, and regional health authorities.
pharma.be participatedin the panel “Ensuring Engagement
and Cooperation in Joint Clinical Assessments”,
emphasising the importance of collaboration from the
start of joint clinical assessments.

On 30 September 2024, pharma.be, in collaboration with
NIHDI and KCE, organised an information session on the
practical implementation of this new European regulation
at the national level. In the context of the European HTA
Regulation, NIHDI (National Institute for Health and

Disability Insurance) and KCE (Federal Centre of Expertise
for Health Care) have specific roles within the Coordination
Group. NIHDI oversees the process and evaluation of new
treatments for reimbursement, while KCE provides
scientific advice and supports the assessment of new
therapies by developing research methodologies. Both
organisations work closely together to ensure an efficient
evaluation process and timely access to medicines for
patients in Belgium.

Early consultation with all stakeholders allows for the
pooling of expertise, knowledge, and insights, ensuring
that Belgian patients gain timely access to effective, safe,
and high-quality new medicines.

Proactive Belgian collaboration will prevent duplication of efforts for all stakeholders, resulting in

efficient EU and Belgian HTA processes
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scape

Methodological expertise

Knowledge of product development and data
package

Endpoints

Information on additional analyses specific to
Belgium

Information on Belgian PICOs

Health El
Technology 3
O

Developer (HTD)

7 N\

Health Technology
Assessment Agencies

NEEDS OF BELGIAN PATIENTS

PICO scoping that considers the needs of
Belgian patients

Reflecting the voice of Belgian patients
(PAGs)

() .0 _
f—mj Patients

and Payers
Belgium

Clinicians E:E;:l

BELGIAN CLINICAL EXPERTS

Engage Belgian experts for efficient
PI1CO scoping

Expertise in Belgian clinical practice
Experience with local unmet
medical needs

REPORT TO SOCIETY

e

International
Cooperation

Active and effective
Belgian participation in
EU HTA

@«



Belgium: A pioneer in the rollout of the European Falsified Medicines Directive

On 9 February 2019, the European Falsified Medicines
Directive (FMD) came into effect. Since then, most pre-
scription medicines must be equipped with an anti-tam-
pering device, allowing for checks on whether packaging
has been opened. Medicines must also carry a unique,
two-dimensional matrix code.

The marketing authorisation holder activates this code
through a secure European network, storing it in a data-
base for tracking during the distribution process. Full-line
wholesalers verify the code upon delivery if they do not
purchase directly from the manufacturer. When dispensing
the medicine to a patient, the (hospital) pharmacist scans
the code once more for a final check and deactivation.

Full-line wholesalers and pharmacists who encounter an
error message during verification must isolate the product
until the authenticity of the medicine is confirmed or dis-

proven. This comprehensive control system plays a crucial
role in protecting the supply chain against counterfeit and
fake medicines.

Belgium led the way in the European Union in rolling out
the FMD. By 9 February 2024, exactly five years after its
introduction, the FMD had been fully implemented in
Belgium, thanks mainly to the efforts of the Belgian
Medicines Verification Organisation (BeMVO0). This organi-
sation is responsible for managing the technical system
for tracking and validating the unique codes on medicine
packaging in Belgium.

As a member of BeMVQ's governing body, pharma.be sup-
ports these essential measures alongside other partners
in the medicine supply chain. Strong collaboration is cru-
cial to prevent counterfeit medicines from reaching
patients.

With the full implementation of the European Directive, we are taking a significant step forward in ensuring

the safety of our medicines. As one of the leaders in Europe, we can be proud of this achievement as a sector.

Philippe Coene, General Manager BeMVO
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APPENDIX 1 - METHODOLOGY OF
COST-BENEFIT ANALYSIS

In section 3.2.2, we summarised the cost-benefit analysis of the biopharmaceutical industry's
impact on the Belgian government. Below is a detailed breakdown of the expenditures and
income that formed the basis of our analysis.

Detailed breakdown of expenditure (in thousand euros)

Cost for the government (2023) 4,459,675
State expenditure on medicines (industry costs, excluding VAT) - NIHDI 4,360,013
1.2. Subsidies 99,662

State expenditure on medicines is based on the NIHDI figures of expenditure on specialty biopharmaceuticals. This
expenditure is composed of the ex-works price of medicines, distribution costs and VAT. In this analysis, we only take
into account the ex-works price, excluding distribution costs and VAT.

The subsidies paid by the government to the biopharmaceutical industry are derived from the annual accounts of com-
panies operating in Belgium. These figures are sourced from the following headings: 740 (operating subsidies and com-
pensatory amounts received on behalf of the government), 9125 (capital subsidies granted by the government), and
9126 (interest subsidies granted by the government).

Detailed income statement (in thousands of euros)

2.1. Labour charges 2,762,516
2.1.1. Employer’s social security contribution 964,401
2.1.2. Employee’s social security contribution 523,229
2.1.3. Retained amounts charged to third parties as tax on wages and salaries 1,274,887

2.2. Corporate tax 418,459

2.3. Taxes 1,643,181
2.3.1. VAT on turnover (6% ex-works price non-reimbursed medicines) 198,486
2.3.2. NIHDI taxes on turnover 444,553
2.3.3. Amounts retained on behalf of third parties for tax on income from 84,906

investments
2.3.4. Corporate taxes and levies 915,235

2.4. Indirect revenues from purchases from third parties and from investments 1,115,687
2.4.1. Purchase of raw materials and goods, various goods, and services 1,028,975
2.4.2. Investments 86,712
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The income from labor charges is derived from the annual financial statements of companies operating in Belgium.
These include the following headings: 621 (employer’s social security contributions), 620 (remuneration and direct so-
cial benefits, NSSO part), and 9147 (withholding tax). The same approach applies to corporate tax, which corresponds
to heading 670 (taxes).

The taxes are divided into four elements:

VAT on non-reimbursed medicines

The calculation uses the turnover figure for non-reimbursed medicines as reported by IQVIA. We do not take into
account VAT on reimbursed medicines because the NIHDI pays it to the government, so it does not affect the
comparison.

Taxes paid to NIHDI by companies based on their turnover
This figure is provided by NIHDI.

Balance sheet item 9148 (withholding tax)

Balance sheet item 640 (corporate taxes and levies)

Besides direct revenue, there are also indirect revenues for the government:

Revenues from domestic purchases of raw materials, goods, various goods, and services by the biopharmaceutical
industry

The calculations are based on data from the input-output tables provided by the Federal Planning Bureau, which
detail the domestic demand of the biopharmaceutical sector on other sectors. For each sector, the ratio of value
added to turnover (also available in the input-output tables) is applied to this domestic demand. This is then
adjusted by the average (para)fiscal levy rate of 42.43% (OECD).

Revenues from investments by the biopharmaceutical industry

We apply the ratio of value added to turnover in the manufacturing industry to the amount invested, based on
data from Statbel. The average (para)fiscal levy rate is then applied (42.43%, OECD).



AMCRA: Antimicrobial Consumption & Resistance in Animals

ATC: Anatomical Therapeutic Chemical

ATMP; Advanced Therapy Medicinal Product

BCFI: Belgisch Centrum voor Farmacotherapeutische Informatie, Belgian Centre for Pharmacotherapeutic Information
BTGC: Bureau van Toezicht op de Geschreven Communicatie, Bureau for Control on Written Communication

DEF Committee: Commissie voor Deontologie en Farmaceutische Ethiek, Deontology and Pharmaceutical Ethics
Committee

CMR: Commissie Tegemoetkoming Geneesmiddelen, Commission of Reimbursement of Medicines
CUP: Compassionate Use Programme

DALY: Disability Adjusted Life Years

EFPIA: European Federation of Pharmaceutical Industries and Associations
EMA: European Medicines Agency

E-PIL: Electronic Patient Information Leaflet

ETA: Early Temporary Authorisation

FAMHP: Federal Agency for Medicines and Health Products

FAIR: Findability, Accessibility, Interoperability, and Reusability

FDA: Food and Drug Administration

HRQoL: Health Related Quality of Life

IFPMA: International Federation of Pharmaceutical Manufacturers & Associations
MIDAS: Migraine Disability Assessment

MNP: Medical Need Program

OECD: Organisation for Economic Co-operation and Development

R&D: Research and Development

PEC: Patient Expert Center

PO: Patient Organisation

PRO: Patient-Reported Outcomes

QALY: Quality-Adjusted Life Year

RCT: Randomized Controlled Trial

NIHDI: National Institute for Health and Disability Insurance

RWD: Real World Data

RWE: Real World Evidence

SmPC; Summary of Product Characteristics

Statbel: the Belgian statistical office

STEM: Science, Technology, Engineering & Mathematics
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