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Embedding Treatment Optimisation and
Pragmatic Clinical Trials in EU Cancer
Research Policy

Call to Action: Towards a patient-centred
research model in oncology
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Today, new medicines are mainly tested through controlled clinical trials focused on gaining regulatory
approval (Regulatory Trials). While essential, these trials do not answer important questions about how
treatments work for patients in everyday medical settings. We call for the inclusion of Treatment
Optimisation studies (TO) through Pragmatic Clinical Trials (PCTs) in EU pharmaceutical policy.
These approaches help determine how best to use new treatments in real-life care, such as the right
dose, treatment duration, or order of therapies, to improve patient outcomes and quality of life.

Our concern: Current research models do not meet real-world patient needs.

Despite progress in cancer science, the evidence base for new treatments is still largely built on clinical
trials designed for market authorisation, rather than for improving day-to-day patient care. As a result:

1. Regulatory trials are often disconnected from real-world outcomes. They typically involve

selected patient populations under restricted conditions and may differ from real-world clinical
practice.

2. Surrogate endpoints such as progression-free survival (PFS) are frequently used but may not

translate into improved overall survival (OS) or quality of life which are outcomes that matter
most to patients.
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3. Treatment Optimization frequently requires more flexible and adaptive approaches that go

beyond standard trial structures, making it harder to apply traditional regulatory methods
designed for large, uniform study groups.

4. Older adults, people with comorbidities, and diverse real-life populations are often
excluded from Regulatory Trials. This is mainly due to eligibility criteria designed to reduce
differences between participants and focus on safety, but it results in trials that don’t reflect the
broader patient population seen in clinical practice.

5. Patient involvement in the research process remains limited, despite the crucial insights
patients can offer into treatment experience and real-life priorities.

Our call to action

We call on MEPs and EU institutions to support patient-centred cancer research by taking the following
steps:

¢ Include Treatment Optimisation (TO) in EU pharmaceutical legislation as a clearly defined
and essential stage of research after a medicine is approved. This will ensure new treatments
are used in the most effective and appropriate way in real-life care.

e Encourage the use of Post Licensing Trials such as Pragmatic Clinical Trials (PCTs),
especially in cancer care, to generate evidence on how treatments perform in everyday clinical
practice settings, not just in ideal laboratory conditions.

e Develop and promote standards and protocols for Treatment Optimisation via trusted
European scientific bodies such as the European Medicines Agency (EMA) and EORTC.

o Ensure patients are meaningfully involved in designing and evaluating these studies. Their
input is vital to ensure research focuses on what matters most to those receiving care such as
quality of life, treatment side effects, and impact on daily living.

e Ensure that the regulatory frameworks for clinical trials, including the Clinical Trials
Regulation, are adapted to support post-licensing trials such as Pragmatic Clinical Trials
(PCTs), focused noton establishing a drug’s initial benefit or risk, but on improvingits use in real-
world settings through treatment optimisation studies.

e Provide public funding for studies that serve the public interest, especially those that test
whether lower doses, simpler treatment combinations, or different sequences of therapies
could work just as well, improving the quality of life of patients with fewer side effects or lower
costs.

e Support Pragmatic Clinical Trials (PCTs), which are part of treatment optimization, through
stronger collaboration between clinical research and national healthcare systems.
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Embedding these trials in real-world care settings can generate strong scientific evidence that is

directly relevant to patients, clinicians and health systems.

Why this matters now

Treatment Optimisation can improve both patient outcomes and health system efficiency

1.

Treatment Optimisation (TO) studies help answer practical questions about how to use a
treatment in the best way for patients such as how to reduce side effects, adjust the dose, or
decide the right order in which to give different therapies. These important questions are often
not addressed in regulatory trials, which are mainly designed to prove the safety and efficacy of
the therapy, not to optimise its use in day-to-day care.

Post Licensing Trials such as Pragmatic Clinical Trials (PCTs), which are a core part of Treatment
Optimisation (TO), are conducted in real-world settings (e.g. public hospitals) and generate
evidence on how treatments affect quality of life, adherence, and safety in routine care.

Studies such as the IDEA colorectal trial have shown that 3-month chemotherapy was as
effective as 6 months, with fewer side effects, demonstrating how Pragmatic Clinical Trials
(PCTs) can lead to more patient-friendly and cost-effective care.

Properly designed Treatment Optimisation (TO) studies also foster inclusivity, by enrolling
patients who are often excluded from regulatory trials, thus supporting equity in evidence
generation.

Barriers to implementation must be addressed

5. Currentregulations favour traditional Regulatory Trials and do not provide sufficient flexibility

to support Treatment Optimisation (TO) relevant methodological approach. Regulatory
frameworks, such as the current Clinical Trials Regulation, apply a one-size-fits-all approach
that is designed for testing new drugs with unknown profile

Ethical concerns, such as dose de-escalation which aims to use a lower dose of a treatment
than originally approved while maintaining effectiveness and reducing side effects must be
considered as not bringing additional risks for the patients. Clear patient communication and
oversight should be provided, rather than becoming a reason to block innovation.

Pharmaceutical companies may be reluctant to pursue studies that explore less intensive
(and potentially less costly) treatment options, as these may not align with their commercial
interests, unless incentivised through public-private partnerships or regulatory flexibility.

Inconsistent definitions of Real-World Data (RWD) and Real-World Evidence (RWE) create
confusion and limit the use of these tools in clinical and regulatory decision-making.
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A timely opportunity: the EU pharmaceutical legislation reform

The ongoing revision of the EU pharmaceutical legislation is a key moment to create a more patient-
centred innovation model. Notably:

e The European Parliament’s Position in Article 12(a), point (h) of the Pharmaceutical
Regulation introduces the concept of post-authorisation studies including Treatment
Optimisation (TO). This is a step in the right direction and we call on the co-legislators to adopt
and strengthen it with clear guidelines.

e The EU should also support emerging methodologies such as Randomised Real-World
Evidence (R*WE), which blend the robustness of randomisation with the externalvalidity of real-
world settings, as a valuable complement to Randomised Clinical Trials.

Conclusion: a shift that puts patients first

The EU must evolve its clinical research model to ensure that new cancer therapies are not only
approved but used optimally to deliver value for patients and health systems.

We urge policymakers to ensure that Treatment Optimisation and Pragmatic Clinical Trials (PCTs)
are embedded in EU research and regulatory frameworks as essential tools to bridge the gap
between innovation and meaningful patient benefit.
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Glossary:

e Clinical Trials: Research studies involving human participants that evaluate the safety and
effectiveness of a treatment, drug, medical device or intervention.

e Randomised Clinical Trials (RCTs): Clinical studies where participants are randomly assigned
to different treatment arms, including a control group allowing for comparison between the new
intervention and the standard treatment or placebo. These are considered the gold standard for
determining whether a treatment works under ideal conditions. Randomised Clinical Trials can
be Regulatory Trials, aimed for approval, or Pragmatic Clinical Trials (PCTs), focused on the
effects of broader outcomes of medical products.

e Treatment Optimisation (TO): Research conducted after a medicine is authorised to determine
how best to use it in real-life care. This may include studies on dose de-escalation, treatment
sequencing, and comparative effectiveness.

e Pragmatic Clinical Trials (PCTs): A type of Treatment Optimisation study conducted in real-
world settings to evaluate how treatments perform in routine practice. PCTs focus on outcomes
that matter to patients, including quality of life and side effects.

e Real-World Data (RWD): Health-related data collected outside of traditional clinical trials, such
as through patient registries, electronic health records, or digital health tools.

e Real-World Evidence (RWE): Evidence derived from RWD that supports conclusions about the
effectiveness, safety, or value of a treatment in everyday care.

e Regulatory trials: Also referred to as Pre licensing trials or Pivotal Trials, are studies
conducted before a medicine is approved for use. Their main goal is to demonstrate that a
treatment is safe and effective under controlled conditions, usually to meet the requirements of
regulatory bodies. They typically involve selected patient groups, strict protocols, and focus on
outcomes that are required to authorise the product.

e Post-licensing trials: trials conducted after a treatment has already been authorised, with the
goal of understanding how to use it most effectively in everyday clinical care. These trials often
take place in real-world settings, like public hospitals, and are essential for Treatment
Optimisation as they focus on outcomes that matter to patients, including quality of life and side
effects.

e Surrogate Endpoints: Indirect measures used in clinical trials to predict clinical benefit (e.g.
tumour shrinkage instead of survival or quality of life).

e Randomised Real-World Evidence (RZWE): A hybrid study design combining the randomisation
of clinical trials with the real-world setting of Pragmatic Clinical Trials, offering both scientific
robustness and practical relevance.
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