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Abstract

Interim analysis of overall survival (OS) presents ongoing challenges in oncology trials, especially
when progression-free survival (PFS) shows clear benefits but OS data suggest harm in the presence
of an unknown influence like immature data or true harm, for instance. While OS is the gold standard
for assessing long-term patient outcomes, delays in robust OS results create a strong amount of
uncertainty around early findings. This complicates decision-making, trial design, regulatory
discussions, and patient access to new therapies.

To address these issues, Friends of Cancer Research brought together a multi-stakeholder consortium
to develop practical frameworks to improve interpretation of interim OS data. In August 2025, the FDA
released Guidance for Industry on Approaches to Assessment of Overall Survival in Oncology Clinical
Trials.

This session details the development and implementation of these simulation-based methodologies
that mimic real-world trial scenarios and evaluate various analytical strategies. The work focuses on
cases where PFS is positive, but a complete OS analysis is required to define and subsequently rule
out harm, guiding sponsors and regulators by quantifying uncertainty under pre-specified truth
scenarios (simulation parameters). The consortium’s frameworks will be presented and include
simulation of correlated endpoints, efficient analysis and estimation of operating characteristics, and
approaches for effectively presenting complex, multi-dimensional results.

Attendees will learn from practical case studies demonstrating how these tools inform trial decision-
making, improve consistency and transparency in interim analyses, and facilitate the timely and
reliable approval of innovative oncology treatments for patients.



