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Glossary of Terms

ADVANCED DIAGNOSTICS: A range of technologies, many of which are currently available only in research and clinical trial settings.
These include: advanced imaging techniques, which provide images of a tumor or cancer cells; advanced molecular diagnostics, which provide
information on the molecules within cancer cells; enhanced data and analytical tools; and the combined use of these technologies.

ARTIFICIAL INTELLIGENCE: A field of science concerned with building algorythms that can perform advanced functions such as reasoning,
learning, and acting in a way that would traditionally require human intelligence. Al is able to process a scale of cancer-related data that
exceeds that which humans are capable of analyzing.

BIOMARKER (CANCER): A measurable molecular indicator that provides information on the risk and occurrence of cancer or on patient
outcomes and treatment eligibility.

BIOMARKER-LINKED THERAPY: Therapy for which a biomarker test is specified in the medicine label; the presence or absence of the
biomarker determines whether the patient is eligible to receive the therapy.

BIOMARKER TESTING: A biochemical measurement developed to quantitate one or several biomarkers for the screening, diagnosis,
and/or prognosis of cancer patients.

CIRCULATING TUMOR DNA (ctDNA): Tumor-derived fragmented DNA in the bloodstream that is not associated with cells. ctDNA are small
pieces of DNA, usually comprising fewer than 200 building blocks (nucleotides) in length. The quantity of ctDNA varies among individuals
and depends on e.g. the type of tumor, its location, and for cancerous tumors, the cancer stage. Examination of ctDNA from a blood sample,
also called liquid biopsy, can detect and identify cancer-related mutations. ctDNA has gained significance as a biomarker for cancer as they
are released into the bloodstream by delocalized tumor cells, thus having the potential to provide a more accurate representation of tumor
heterogeneity compared to tissue samples.

COMPANION DIAGNOSTIC: A companion diagnostic refers to a specific type of in vitro diagnostic assay that provides essential information
for the safe and effective use of a corresponding therapeutic product. Companion diagnostics frequently include immunohistochemistry
(IHC) assays, which detect specific protein expression patterns in tissue samples, and molecular assays, such as PCR or next-generation
sequencing (NGS), which identify genetic mutations, gene expression profiles, or other molecular biomarkers. These tests are foundational to
precision medicine, enabling tailored treatments based on individual molecular profiles.

COMPREHENSIVE GENOMIC PROFILING: CGP is a targeted NGS method using a large panel with hundreds of clinically relevant genes.
CGP can identify both known and unknown mutations from all types of variants (point mutations, amplifications, fusions, and inserts/deletions).

EXOME SEQUENCING: EX is a genomic technique for sequencing all the protein-coding regions of genes in a genome (known as exome).
It identifies genetic variants that alter protein sequences.

GENETICS: The study of heredity in general and of genes in particular. It involves the study of genes, genome, cell cycle, and the biological
process of heredity.

MINIMAL RESIDUAL DISEASE: MRD is a term used to describe the small number of cancer cells in the body after cancer treatment.
An MRD-positive test result means that the disease was still detected after treatment. An MRD negative result means that no disease was
detected after treatment.

MOLECULAR IMAGING: A technique that visualizes biological processes at the molecular and cellular levels using biomarkers and imaging
agents, helping to observe disease processes, assess treatment efficacy, and enable early detection..

MOLECULAR TESTING: Molecular testing is a technique used to analyze biological markers at the molecular level, such as DNA, RNA,
or proteins, to diagnose diseases, guide treatment decisions, and monitor health conditions.

MONITORING: Observing how successful a treatment is by assessing how the tumor develops in order to determine whether a different
treatment should be selected.

MULTI-BIOMARKER TESTING: Tests identify or measure multiple markers (ranging from a few to several hundred) in the same test.

MULTI-OMICS: Provides an integrated approach to power discovery across multiple levels of biology. By combining data from genomics,
transcriptomics, epigenetics, and proteomics, researchers can achieve a more comprehensive understanding of molecular changes
contributing to normal development, cellular response, and disease.

NEXT GENERATION SEQUENCING (NGS): Large-scale DNA sequencing technology in which millions of nucleotide sequences are
deciphered simultaneously.

PATHOLOGY: A medical specialty that is considered part of laboratory medicine. Pathology contributes to the diagnosis of diseases through
identifying the cause and severity of disease and monitoring treatments using samples from the body (e.g., blood, urine, tissues, cells).

PRECISION MEDICINE: Is an approach to selecting treatment based on information about differences in people’s genes, environment,
and lifestyles.

SINGLE BIOMARKER TESTING: Test evaluating the presence of a single gene mutation, gene or protein expression associated with
a particular form of cancer.

WHOLE-GENOME SEQUENCING (WGS): Is an NGS method to identify the complete DNA sequence of an organism’s genome. WGS provides
a comprehensive view of an individual’s genetic blueprint, including coding and non-coding regions, and can reveal important information
on rare diseases, hereditary conditions, genetic risk factors for a disease, as well as potential targets for personalized medicine in oncology.

Executive Summary

Cancer remains a leading cause of death, highlighting the urgent need for innovation in diagnostics,
treatment, and funding. Advances in personalized medicine and emerging technologies offer new
hope by tailoring treatments to individual patient profiles, improving diagnostic accuracy, and
optimizing treatment plans. These developments can lead to better outcomes and fewer unnecessary
interventions. Integrating these tools into patient care can transform disease management, ensuring
more effective and efficient care. However, implementing such innovations is complex and requires a
global view of the patient journey in the healthcare system.

Belgium’s cancer care system has advanced significantly but still faces key challenges,
particularly in synchronizing reimbursement for drugs and companion diagnostics.
The enactment of Article 33ter in Nomenclature (2019) aligned the drug and companion
diagnostic reimbursement tracks for all biomarkers that rely on a molecular analysis.
Initiatives like the convention for Next-Generation-Sequencing (NGS) in oncology have
further expedited reimbursement for molecular diagnostics.

However, reimbursement is not always in line with the cost of the technique, and limitations
lie in the fact that only molecular/NGS technologies are currently covered, excluding other
types of biomarkers, which may have a high added value for best practices.’

To advance diagnostics and therapeutics, a streamlined reimbursement and implementation
process is essential. Bridging this gap is crucial for improving patient outcomes, optimizing
cancer care, and ensuring equitable access.

Collaboration among policymakers, healthcare providers, industry leaders, and patient
advocates is vital to achieve balanced access and continued progress in cancer outcomes.

This white paper emphasizes the need for optimized reimbursement models
and patient-centered approaches to enhance access to advanced diagnostics
and will outline five practical policy recommendations to achieve these goals:

v

Prioritize universal access to diagnostic tools by considering broader factors
beyond their cost, overcoming the traditional separation of therapeutic
and diagnostic reimbursement systems.

Support the validation of emerging technologies in a clinical routine setting,
ensuring cost-effectiveness.

Adopt a multi-annual budgetary framework for innovation with a broad vision
of the patient’s journey.

Incorporate patient perspectives into system-level decisions.

Establish clear guidelines and training for advanced diagnostics.




INTRODUCTION

In 2022, 76,220 Belgians received a new cancer diagnosis.” Today, “cancer is the leading cause of mortality in Belgium and
one in four premature deaths' (29%) will be due to cancer between 2023 and 2050.” i Furthermore, research suggests that
cancer will be the leading cause of death across the whole EU by 2035.

Over the past decade, significant advancements in cancer care have brought new hope, with the potential to transform some
cancers from terminal to chronic conditions. Realizing this potential requires governments to work closely with the cancer
community to ensure that public investment makes these innovations accessible to all patients. Meanwhile, advanced diagnostics
have revolutionized cancer characterization, offering valuable prognostic insights and guiding treatment decisions.

In oncology care, biomarker strategies have significantly increased, and many oncological trials are now using biomarkers (in the
last decade, 115 novel biomarker-associated therapies have progressively entered clinical practices).’

In the Unites States, there is a significant trend in the increase in
biomarker-driven trials: between 2019 and 2023, 68% of new trials
included a biomarker. i

Currently, a substantial number of biomarker-targeted therapies are
in late-stage development across most cancer types, addressing
not only metastatic settings but also early-stage disease. This trend
is expected to expand further, increasing the proportion of patients
eligible for biomarker-associated therapies or biomarker-associated
clinical trials and driving the demand for biomarker testing in the
future.

This opens the door to personalized care approaches, where a
complete treatment protocol can be tailored to a patient’s needs. A
personalized approach may have a major impact on the quality of life
of patients and improve patient survival.'" In addition, multi-cancer
early detection (MCED) tests based on liquid biopsies have become
available and have the potential to transform and modernize cancer
screening programs.

Unfortunately, there are still many disparities in the accessibility of
these diagnostic tests.* Therefore, rapid, evidence-based adoption
of cancer characterization technology to realize the full benefits of
precision medicine is needed now more than ever.

ITIEY

THE CRUCIAL ROLE

OF ADVANCED DIAGNOSTICS
IN PRECISION CANCER
TREATMENT

Advanced diagnostics in cancer treatment are
as essential as a car dashboard indicating a battery
issue.

Without it, a mechanic might waste time
and resources replacing numerous unnecessary
parts before finding the real problem.

Similarly, without molecular diagnostics, doctors
often resort to trial-and-error treatments like
untargeted chemotherapy, costing patients valuable
time and lives due to delayed or ineffective care.

Advanced diagnostics allow clinicians to precisely
categorize the cancer, identify the optimal treatment
schedule, and maximize patient outcomes.

| see from the point
of reimbursement that there is still
a lot coming our way for a future
reimbursement. | know that our job
will never be finished

Koen Desmet, RIZIV/INAMI

Emerging Technologies
in Oncology Diagnostics

Emerging oncology diagnostics, including molecular imaging,
liquid biopsy, and artificial intelligence (Al), among many others, are
revolutionizing cancer detection with more precise, faster, and less
invasive methods. Liquid biopsies detecting genetic mutations and
tumor markers from blood samples can enable earlier diagnosis,
treatment monitoring, and residual disease detection. Advances in
next-generation sequencing (NGS) further support personalized
treatments by providing the option to perform comprehensive genomic
profiling (CGP). Together, these innovations improve diagnosis,
enhance patient outcomes, and drive targeted, individualized cancer
therapies.

NGS was successfully introduced in Belgium in 2019 with
reimbursement through a convention with NGS laboratories (under
Article 56 of the law on compulsory healthcare insurance, with a
major update of the convention in 2024, under Article 22 of this law).

In the future, advanced diagnostics like liquid biopsy, Comprehensive
Genomic Profiling (CGP), Exome Sequencing (ES), Whole Genome
Sequencing (WGS), and other dedicated omics technologies
(analyzing transcriptional factors, proteomic or metabolic biomarkers)
or Al-supported analysis tools are likely to be integrated into clinical
guidelines.

Cancer progression and
treatment resistance are
associated with decreased quality
of life and increased mortality.
Patients die because we do not
match the right treatment
for the right patient; the impact
of these technologies on patient

care is huge

Cédric van Marcke, Medical Oncologist

As an example, in the context of liquid biopsy testing, studies suggest that circulating tumor DNA (ctDNA) can detect molecular
residual disease (MRD) and identify patients at high risk of relapse. In the United States, the FDA advocates using ctDNA endpoints
in randomized trials to support its regulatory and clinical use, promoting further test standardization and cross-study validation. This

technology is poised for clinical adoption.

Why Targeted Treatments
Are the Future

Targeted treatments represent the future of cancer care due to their
potential to minimize the side effects associated with unselected
broad therapies. A recent clinical trial, which incorporated the use
of CGP, provides solid evidence that targeted treatments are more
effective than conventional therapies in patients carrying actionable
targets.

In addition, these technologies enable clinicians to monitor tumor
evolution and escape mechanisms through biomarker profiling. The
use of advanced diagnostics facilitates the adaptation of treatment
schedules and the avoidance of potential side effects of less
effective treatments. For patients, this approach encourages greater
involvement in their care and enhances outcomes.

Additionally, patient advocacy is evolving, providing a stronger voice
to patients who can share their experiences when undergoing various
treatments, both from an efficacy point of view and from a human
perspective. Patients can provide an expert view of their patient
journey. When involved in the policy process, they can emphasize
what the needs and gaps are from a patient perspective. Patients
should be allowed to help co-shape healthcare policies, including
advocacy for equitable access to advanced diagnostics, the
associated treatments, and reimbursement for these tests.

“4You do not want anybody
to have 6 months of unnecessary
chemotherapy, so every
diagnostic tool that leads to
a more personalized treatment
is welcome 77

Stefan Gijssels, Patient Expert



The Evolving Landscape
of Advanced Diagnostics

As part of an initiative to examine the evolving landscape of advanced diagnostics in Belgium, AstraZeneca brought together a
diverse panel of experts representing various sectors of the Belgian healthcare ecosystem.? The panel of experts provided crucial
insights into both the challenges and opportunities within this evolving field, highlighting the critical role advanced diagnostics will
play in patient care and emphasizing the need to expedite access to these innovations in the near future. The key recommendations
from this discussion are summarized here.

MEMBERS OF THE EXPERT PANEL

Anne De Middelaer — Chair — Patient Advocacy Group Gynca’s

Koen De Smet - Scientific Evaluator — RIZIV/INAMI

Stefan Gijssels — Chair — Patient Expert Center

Jeremie Gras — Medical director — Group IPG

Aline Hébrant - Scientist at Cancer Center — Sciensano, ComPerMed

Benoit Mores - Expert healthcare representative -
Mutualités Libres / Onafhankelijke Zeikenfondsen

Gordana Raceivic Toungouz - Scientific Coordinator — Sciensano

Cédric van Marcke - Medical oncologist specialized in precision medicine -
Cliniques universitaires Saint-Luc and UCLouvain

Advanced Diagnostic Accessibility
Across Europe

In 2019, Belgium was seen as a European leader in advanced diagnostics. However, other countries have since outpaced it in
scaling up the adoption of diagnostic innovations, calling Belgium’s current position in advancing diagnostics into question.

Figure 1. Advanced Diagnostic Innovations Across Europe
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France’s “Medicine France Genomique 2025” plan aims to position the country as a global leader in genomic medicine within
the next decade and integrate genomic medicine into patient care. The project includes building national excellence in genomic
medicine, including data storage infrastructure.”

Launched in 2020, the German Human Genome-Phenome Archive (GHGA) project aims to develop a secure software infrastructure
and an ethical-social framework for storing genetic data to create a secure omics data infrastructure.*i

Additionally, in opposition to the limited reimbursement for multi-biomarker testing in Belgium, some countries have already
implemented CGP in daily practice. In Germany, CGP is covered by public health insurance, while in the UK, certain indications are
reimbursed under the NHS Genomic Medicine program.®i As can be seen in Figure 2 (representing the situation in 2021), Belgium
still has room to grow in terms of access to different types of medicines and tests compared to other EU countries.

Figure 2. Significant Variations in Drug and Test Access as Well Test Quality Across Europe
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Source: The European Federation of Pharmaceutical Industries and Associations, 2021.xii



Advanced Diagnostics
in Belgium

In a fast-evolving landscape where innovations and new indications emerge nearly every six months, Belgium’s reimbursement
and funding mechanisms of diagnostics must continuously evolve. While significant improvements have been made over the past
decade, there is ample room for further inclusion of novel technology. The current reimbursement processes remain complex,
with updates being made only once a year and lacking a clear strategy for addressing future indications and needs. To accelerate
access to new technologies, the law on compulsory healthcare insurance contains different categories to address various needs.
These two distinct mechanisms include the nomenclature and conventions that operate in parallel. Under the nomenclature and the
conventions, there are different paths to reimbursement in Belgium.
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The conventions are a good example of how Belgium has
demonstrated creativity in enabling reimbursement within a rapidly
evolving field, offering quicker access, clearer needs definition, and
streamlined results tracking.

The path to reimbursement through conventions has led to many
advantages, including:

Reimbursement in a rapidly changing field,

Easier to update,

Easier to define and adapt the criteria for reimbursement,
Minimal requirements for central registration.

When it comes to decision-making for the nomenclature and
conventions, there is a three-step process that includes numerous
stakeholders and decision-makers. Within the formal discussion
phase, a wide range of stakeholders come together to inform
decision-making bodies.

This has led to closer interaction between oncologists, pathologists,
clinical biologists, and geneticists through ComPerMed, the
CDx-platform ® and decision-making bodies. Clinically, the NGS
convention has ensured equal access to care across Belgium,
enabling patients to receive standardized treatment regardless
of hospital choice. Belgium has thus innovated in reimbursement
mechanisms. Furthermore, the Belgian Society of Medical Oncology
(BSMO) and several other important stakeholders also promoted the
implementation of CGP and precision oncology in clinical practice
through multiple nationwide collaborative clinical trials.x > xxi. i i
Nevertheless, the social implementation of these technologies for
routine practice remains a work in progress, as these solutions were
designed for a specific timeframe rather than long-term use. o

Success of Belgium was to put
trust in the experts to develop
and deploy what is needed to be

done

Benoit Mores, Mutualités Libres

With the precision project
launched in 2017 by the Belgian
Society of Medical Oncology and
Sciensano, we provided access
through two studies (Geneo and
Ballett) to CGP to 2000 metastatic
cancer patients; 60% of these
patients received a therapeutic
recommendation based on these

CGP results

Gordana Raceivic, Sciensano

AN INNOVATIVE APPROACH
TO EXPEDITE MARKET
IMPLEMENTATION "

Sciensano is leading an EU-funded initiative to develop
innovative, affordable next-generation sequencing tests for

Next Generation Sequencing (NGS) in Oncology

solid tumor and lymphoma patients through a pre-commercial
procurement procedure (oncNGS PCP). The project aims to
create a holistic NGS solution, from ctDNA analysis to results,
ensuring accessibility and reimbursement feasibility.
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The consortium will select the two best solutions based on
technical performance and cost-efficiency, demonstrating
an innovative approach to expedite market implementation.
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ahead, and while these conventions originally put Belgium at the forefront of innovation in this space, in the past years, accessibility
to more innovative diagnostic technologies have been reported as low (technologies reported with low availability being, among
others, WGS and liquid biopsies). It should also be mentioned that the price range for more advanced diagnostic tools being higher
is a major barrier affecting the access of these technologies. The financial reimbursement of the biomolecular test and the availability
of the targeted treatments requiring companion biomarkers suggest that diffusion of advanced diagnostics is still key to ensuring
optimal access to cancer care. Without new legislation and policies, Belgium runs the risk of falling behind compared to other
European Member States. i i

under Article 56 after five years
of successful testing.
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Challenges
and Barriers

Advanced diagnostics have great potential to enhance personalized treatment and optimize healthcare resources. However,
their implementation and reimbursement face structural challenges that affect patient outcomes.

| really do not understand the current
situation: we refuse an investment of

1,000 to 3,000 euros per patient at the point

of diagnosis for a precise understanding

of the disease, while we approve costly,
unselected treatments at up to 15,000 euros

per month, which are only effective for

a small fraction of patient

Cédric Van Marcke, Medical Oncologist

» A HOLISTIC REIMBURSEMENT APPROACH

Advanced diagnostics are expensive to develop, validate, and implement, which raises the question of how to implement and
finance them. The panel recommends a holistic approach to the costs instead of putting them into silos (diagnostic reimbursement
versus drug reimbursement vs global care of cancer, its complications and the side effects of the treatments). By looking only at the
cost of each parameter, the overall value (saving patients’ lives or improving the quality of life for patients) is missed.

The implementation of gene expression profile testing in early breast cancer demonstrates the positive impact of a global view of
care. In some circumstances, these tests allow up to 55% of patients to avoid 5 months of unnecessary chemotherapy.** With
the addition of this diagnostic test, healthcare can avoid the costs and toxicity of treatments that do not reduce the risk of cancer
relapse. Global outcomes are thus positive, both for patients and healthcare systems.

Similarly, the implementation of improved diagnostic technologies may lead to: **
® Increased consideration of targeted treatments, not solely chemotherapy.
e Reduced burden of cytotoxic-driven side effects.
e Reduced requirement for prophylactic treatments prescribed with cytoxic drugs
(anti-nausea, hematopoietic growth factors).
e Potential improvement in cancer control, thus associated with reduced care of symptoms
and increased autonomy of patients.

In the end, increased use of targeted treatments in the oncological armamentarium through access to advanced diagnostics may
lead to more effective treatments and significant savings for the healthcare system.

In this matter, not-for-profit insurers have a major role to play in informing patients and providing access to diagnostic technology.
The money that will not be invested in the complications of the disease or side effects of the treatment can be freed up to give
access to diagnostic innovations.

% In endometrial cancer, biomarkers can change the prognostic and avoid
going through chemotherapy if you have a POLE mutation; the impact on the
patient means that the proposed treatment fits the person. What we need is

to have a custom-made tailor, we are not one size fits all 77

Anne de Middelaer, Patient expert

» STRUCTURE OF THE CURRENT REIMBURSEMENT MODELS

The current nomenclature and conventions are not sufficient to support the implementation of current and future innovations in
advanced diagnostics. Furthermore, they are not always aligned with the reimbursement of a drug that requires a novel, non-
molecular testing modality.

For this, a further coupling of the procedures for drug reimbursement and associated tests should be envisaged. The reimbursement
through Article 33ter of the nomenclature is currently limited in scope to molecular testing and provides no basis for other advanced
diagnostics; however, at the same time, it is currently the only mechanism ensuring timely implementation.

» ACCESS TO NEW TECHNOLOGY REQUIRES DATA REGISTRATION
AND THE CREATION OF EVIDENCE

One avenue to demonstrate clinical utility is through the inclusion of advanced diagnostics in large clinical trials. However, this still
leaves the conversion to a practical setting underexplored. Enhancing data sharing is of utmost importance to create evidence,
especially when it concerns rare events in oncology or subgroups of patients. A financial, legal, and ethical framework is required to
build a sustainable and safe register.

» KNOWLEDGE IS NEEDED TO PERFORM AND IMPLEMENT THE TESTS
AND TO PROCESS THE RESULTS

Workflows across the healthcare value chain must be adapted. Clinicians, radiologists, surgeons, and pathologists will need to
adjust their processes by providing more detailed information, which will also impact laboratory workflows. For example, when a
new advanced diagnostic test is implemented, more precise sample handling could be required. Also, enhanced training of the staff
to perform analysis and interpret the results would be necessary.

Furthermore, careful management of the data sources will need to be organized. Therefore, ongoing training for professionals and
enhanced collaboration between all stakeholders, including insurers and labs, will be essential for successful implementation and
improved patient care.




Policy Recommendations: How Do We Leverage

and Optimize Reimbursement Models

The challenges and barriers outlined above all delay access to advanced diagnostics and sometimes even treatment,
which can have a profound impact on patient outcomes and healthcare costs. To overcome these barriers, we highlight five
concrete recommendations for a targeted policy framework that can accelerate access to advanced diagnostics.

1. PROMOTE EQUITABLE ACCESS

It is requested to continue to ensure simultaneous reimbursement of tests and drugs, which enable direct access to tests and avoids
requesting the patient to pay for them. If not, this may encourage a “Two-tier healthcare” system. Second, to ensure research is
funded to guarantee appropriate reimbursement levels to prevent both overpayment and underpayment. An independent, unbiased
analysis should be performed on the complete operational cost for a test such that testing can be reimbursed in a cost-neutral way.
Furthermore, revision of the calculated cost should be made feasible based on the price evolution of the initial novel technology.
This will help to address policies for universal access to advanced diagnostic tools regardless of economic factors. Better diagnoses
lead to more effective treatments, reduced burdens, and fewer complications. Savings from these benefits should be reinvested
into precision medicine to ensure access to these technologies. Ultimately, the savings in preventing major clinical interventions
far outweigh the costs of advanced diagnostics. Policymakers can look to past experiences when Belgium was able to accelerate
access to innovation to ensure equitable access for the future.

2. FINANCE CLINICAL INNOVATION

Define a funding mechanism and strengthen the central registration of testing results and clinical data to build a body of local real-
world evidence. Today in Belgium, molecular CDx test results are registered in a national database PITTER which can be analyzed.
However, the expansion of the analyses that need to be registered, as well as the continuation of the coupling to clinical data of
the Belgian Cancer Register (which is a work that is under development already), would further increase the value. Additional utility
and evidence can be generated for innovative methods that have demonstrated clinical utility but lack local real-world evidence. In
France, this is achieved through the “Référentiel des Actes Innovants Hors Nomenclature,” (RIHN) program, which provides access
to novel clinical and pathology diagnostics, including clear guidelines to implement such proven technologies. > A register of the
results of diagnostic tests creates evidence to demonstrate if the test has or has not had a positive impact. *

I would Ilove to have an innovation budget with clear guidelines to implement
technologies that have been proven in other countries

Jérémie Gras, Medical Director, IPG

3. CREATE A MULTI-ANNUAL BUDGETARY FRAMEWORK

The existing models for implementation and financing are outdated and rigid toward adaptations. Neither the nomenclature nor the
conventions (even with the possibility of being updated) can accommodate the complexity and volume of innovations expected to
be introduced in the near future.

The panel of experts advocated for a plan with a vision using a multi-annual budgetary framework. This would encourage advantages
of scale and create better implementation of guidelines for evidence-based medicine to address all ethical issues.

STRATEGIC ENABLERS
FOR SCALABLE IMPLEMENTATION

Focus on small, successful projects as proof of concept
‘ : to generate evidence and attract public health insurance
[ investment.
sativatll . Create structural financing models to expand isolated

successes into broader implementation, keeping in mind
the concentration of expertise and care.

Address broader needs beyond biomarker testing, including
scaling infrastructure, training specialized professionals

(as mentioned above), a formal process for requesting

the inclusion of a new biomarker, and reforming insurance
processes to support advanced test and innovative therapy
implementations.

4. ADVOCATE FOR INCLUDING THE PATIENT PERSPECTIVE IN THE PROCESS

Patients are the true experts of their healthcare journeys, and their insights are essential to ensure that their needs are met.

In addition, patient organizations can assess patient understanding and play a crucial role in informing, educating, and supporting
patients. Therefore, patients and patient organizations should be incorporated into the decision-making process.

At some point in time, we will all become patients

Jérémie Gras, Medical Director, IPG

5. CONTINUE TO ESTABLISH CLEAR GUIDELINES AND TRAIN HEALTHCARE
PROFESSIONALS TO ENSURE QUALITY

The consolidation of clear guidelines and training of healthcare professionals is essential to ensure quality in advanced diagnostics,
as it sets the foundation for consistency, accuracy, and reliability in medical assessments. Guidelines and training will standardize
procedures, ensuring that diagnostic tools and methodologies are applied correctly across various settings.

This will help mitigate errors, enhance the reproducibility of results, and align practices with the latest scientific evidence.

Furthermore, clear guidelines can provide a benchmark for evaluating performance, supporting regulatory compliance, and fostering
trust among healthcare providers and patients.

Guidelines and workforce technical expertise training needs to be implemented:

e Standardization of protocols to ensure quality and consistency.

e Competence in IT/biostatistics.

e Extensive use training for healthcare providers as well as correct and efficient interpretation of the data.

e Increase collaborative research to drive innovation, find new biomarkers, and decrease the costs of new technologies.

Combining these recommendations could lead to the following potential pathways to optimizing reimbursement models.

% One of the success factors of the NGS convention pilot was the set-up of clinical

guidelines and workflows which help harmonize the testing and ensure the quality for the

patient... continuing to provide these will speed up the access to these innovations 77

Aline Hébrant, Sciensano



Figure 4. Proposed Setup for Optimized Reimbursement Models
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The expert panel recognizes that the need for conventions through Art 56 and 22 goes beyond biomarker testing in genomics and
proposes that every year, sufficient budget is available linked to Article 56 to explore novel technologies to generate real-world
evidence and/or implementing novel technologies, which have been proven clinically into the routine reimbursement of diagnostic
testing. Ideally, a multi-annual framework should be foreseen, and this funding should allow the inclusion of new biomarkers
regardless of the type of technology employed to ensure comprehensive adaptability and alignment with evolving diagnostic and
therapeutic advancements.

The process for requesting access to the fund should be clearly outlined. It should specify the required evidence and provide a clear
path to secure sustainable reimbursement, either through Article 22 or the regular nomenclature. Ideally, a concise and transparent
deadline should be established for obtaining approval for new biomarkers. In addition, the approval process should provide greater
clarity on the inclusion, extension, or exclusion of projects. While setting up or modifying a convention is legally defined, the advisory
phase before approval allows for more flexibility in both duration and approach.

CONCLUSION

This white paper aims to shed light on the current reimbursement landscape for advanced diagnostics in Belgium,
emphasizing key challenges and opportunities while offering recommendations to accelerate access to these innovative
solutions.

Belgian reimbursement mechanisms for NGS sequencing tests showed some flexibility with the initial establishment of the
convention. In 2019, the NGS convention was perceived as a creative means to access new reimbursement mechanisms faster. It
was adapted several times, and five years later, it got a major overhaul with improved reimbursement within its framework of sole
reimbursement of NGS testing. However, because of budgetary restraints, these conventions are still not able to support the quick
uptake of other advanced diagnostics, which will likely be on the market very soon. While some are already being reimbursed, many
others that are already being reimbursed in other parts of Europe are not. With the current framework, the limitations linked to the
convention and the pace at which evidence can be gathered do not permit fast adoption of these innovative diagnostic procedures.
Nomenclature 33ter works for molecular testing in the current system but does not allow for adaptation in the future.

The expert panel recommended optimization strategies to accelerate access to these innovations. Achieving these goals will require
the concerted efforts of policymakers, healthcare providers, industry leaders, and patient advocate groups. By implementing
these strategies, Belgium can enhance patient access to life-saving diagnostics and, again, establish itself as a leader in precision
medicine.
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