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Abstract

Is there an unmet need? What is happening in clinical practice? Are clinical trials feasible? Are there
safety concerns? Is the treatment efficacious? Is the treatment cost-effective? What is the impact on
the patient, beyond key outcomes? These are all questions that studies on real-world data can help
answer. The session, sponsored by the RWD SIG, will touch on the rationale for asking each of these
questions and will dive into applied examples of real-world studies, with a focus on statistical and
epidemiological considerations.

Eleanor Ralphs (IQVIA): Leveraging RWD to assess unmet need and insights into clinical
practice

Clinical trial design and regulatory/HTA decisions often rely on limited evidence from controlled
settings, which may not fully reflect real-world patient populations or long-term outcomes. Real-world
data can address these gaps by providing insights into disease characteristics, treatment patterns,
adherence in routine clinical practice, clinical outcomes, health care resource utilisation and patient-
reported outcomes. This information informs an array of decisions that will be outlined in this session.

Additionally, applied examples of retrospective cohort studies will be presented, including collaborative
projects across diverse geographies and tumor types. The first case study will examine treatment
patterns and clinical outcomes in patients with non-small cell lung cancer across Spain, Germany,
Canada, and England, demonstrating how adherence can be evaluated over extended follow-up
periods beyond traditional trial timelines. The second case study will focus on high-risk endometrial
cancer patients using England’s national cancer registry to inform trial eligibility decisions and explore
opportunities for potential label expansion.

These case studies will illustrate the value of collaborative approaches to leverage real-world data for
decision-making in oncology.

Josie Wolfram (Astellas): Leveraging RWD for safety evaluation through the lifecycle

Safety monitoring is a key component of the conduct of clinical trials. The use of real world (or
historical trial) data can provide important context to any emerging safety signals and enhance safety
evaluation through the development phase. Furthermore, though assessing safety using pre-marketing
clinical trials is necessary, it is often not sufficient to evaluate adverse events due to the limited patient
numbers. This can lead to post-approval studies that go beyond routine safety surveillance to facilitate
careful evaluation of potential or identified risks. Reflecting a number of years’ experience with such
studies, recently the ICH M14 Guideline on “General Principles on Plan, Design and Analysis of
Pharmacoepidemiological Studies That Utilise Real-World Data for Safety Assessment of Medicines”
entered the implementation phase and will come into effect in March 2026. This talk will firstly share
some example practises that can support safety evaluation during development, and then highlight the
key methodological and statistical considerations in the design and analysis of post-approval safety
studies by use of a real completed example of a multi-country, multi-data source collaborative safety
study program.

Rima Izem (Novartis): Leveraging external data to the clinical trial for efficacy evaluation, where
we are and a look forward



This presentation will review case studies for the use of external data along with clinical trials in
generating evidence in drug development and discuss remaining challenges and future opportunities
for these hybrid approaches. The use of historical data to complement or contextualize single arm trials
at the time of approval is illustrated in multiple case studies in oncology or rare diseases (e.g., as
presented in the recent EMA workshop on external controls (November 3rd 2025)). These case studies
illustrate when, whether, and how one can mitigate potential bias in a non-randomized comparison to
inform the treatment effect estimation.

Looking forward beyond these case studies, there are multiple opportunities for using hybrid
approaches combining information from RWD with clinical trials. Those include linkage to fill gaps in
the journey of clinical trial participants with external sources, transporting or generalizing the treatment
effect from the clinical trial to another population, and extrapolating the treatment effect beyond the
time period observed in the trial. Some of main challenges with all these approaches include assessing
feasibility, external data reliability, and access to sufficient individual patient data. Statisticians are
uniquely positioned in generating evidence but also guiding decision making in the presence of
potential bias to benefit patients.



