Cancer Treatment Guidelines Need a Reality Check — RWE Can Help
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Background:

Clinical guidelines form the foundation of evidence-based medicine and are typically based on outcomes
from randomized controlled trials (RCTs). These trials deliver the highest level of evidence by evaluating
the efficacy and safety of treatments within a carefully selected trial population. However, RCTs often
fail to address matters concerning generalizability, adherence, or applicability to real-world clinical
practice. As a result, without any feedback mechanism, recommendations based on these trials may not
be ideal for treating patients in standard clinical settings.

Real-world evidence (RWE) offers a significant opportunity to address this gap, as it uses data derived
from real-world environments. However, to possess clinical relevance and effectively inform guidelines,



RWE must meticulously replicate recommended treatments and patient populations while adhering to
the highest standards of methodological rigor.

This study seeks to develop a scalable, systematic method for incorporating real-world evidence into
clinical guideline development, demonstrated using the 2024 European Association of Urology (EAU)
guideline on metastatic bladder cancer (mBC). The primary aims are to assess the relevance, adherence
and generalizability of guideline-defined treatment pathways in real-world settings, and to identify areas
where further research is necessary. Specific research questions include evaluating the congruence
between patient populations and trial-based eligibility criteria, determining the degree to which
recommended treatments are implemented in practice, and examining whether clinical outcomes
correspond with those reported in trials.

Methods:

This initiative provides a structured framework for incorporating real-world evidence (RWE) into
guideline development. The methodology is based on three key components: (1) breaking down
guideline recommendations into structured decision nodes with clearly defined populations, criteria,
outcomes, and recommended treatments; (2) assessing the feasibility and validity of addressing these
guestions using observational data available in standardized networks; and (3) conducting targeted
studies to inform only those recommendations where high-quality RWE can fill significant evidence gaps
or identify inconsistencies between guidelines and practice.

To achieve this, the initiative utilizes a network of federated observational healthcare data, standardized
to the OMOP Common Data Model (CDM). Guideline recommendations are broken down into
structured decision nodes to define multiple patient cohorts, including those eligible for treatment,
those treated as recommended, and those receiving alternative regimens. Outcomes include time to
treatment discontinuation, time to next treatment, and overall survival, with additional analyses on
treatment patterns, adherence, and demographic comparability. All analytics are executed locally by
data partners to ensure patient privacy, and results are aggregated for cross-database analysis. Detailed
methodology is available here: GDE Bladder Cancer Protocol FINAL 25JUN2025.docx.

Results:
Guideline decision nodes have been successfully extracted and structured, resulting in the following
decision tree (link: node criteria extraction-EAU mBC.xIsx):
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Figure. Schematic representation of the Guideline decision tree. This tree starts with the overall mBC
cohort (red) and, after evaluating all eligibility nodes (blue), results in subpopulations with specific
treatment recommendations (yellow).

These have been translated into 26 cohorts. As of now, 31 data partners from 12 countries have
enrolled in the study. All sites are currently undergoing a data readiness assessment (link) to evaluate
the completeness and conformance of oncology-specific mappings. Any identified issues are being
addressed through targeted vocabulary updates or local ETL patches. Data partners who pass the
assessment will proceed to execute the standardized analytics package. The study protocol has been
submitted for IRB review and approval. A detailed overview of project milestones and timelines is
available here: GDEG mBC milestones and timelines May 23.xlsx. Final study results will be presented at
the upcoming OHDSI symposium.




