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The Challenge

When early endpoints such as progression-free survival (PFS) mature in oncology trials, interim overall
survival (OS) data are often reviewed alongside them, particularly to assess whether an investigational
treatment may be causing harm. However, few OS events, limited follow-up, and trial dynamics like
treatment crossover can make early OS data difficult to interpret. Uncertainty in either direction has
consequences: immature signals that appear concerning may not reflect the true treatment effect, while
a genuine harm signal could be missed if the data are not carefully and consistently evaluated.

The use of OS as a safety endpoint is an area of increasing focus in oncology drug development. As its role
in regulatory decision-making continues to evolve, the field would benefit from more consistent, evidence-
based approaches to guide both trial designs that incorporate interim OS analyses and their
interpretation.

Regulatory Context

Evaluating OS as a safety endpoint requires thoughtful prospective planning, particularly in the context of
accelerated approval, where early endpoints like PFS support regulatory decisions. Sponsors are
increasingly expected to pre-specify how interim OS will be assessed, including the thresholds that would
indicate potential harm and the analytical approaches to support those evaluations.

FDA's draft guidance on approaches to assessment of OS in oncology clinical trials represents an
important step in articulating expectations for how sponsors should plan for and evaluate OS as a safety
endpoint. The guidance encourages sponsors to prospectively plan OS assessments, pre-specify harm
boundaries, and consider simulation-based approaches when OS data are expected to be immature at
the time of decision-making.

How Friends of Cancer Research is Helping

Friends of Cancer Research (Friends) has been leading a multi-stakeholder initiative to address this
challenge through two connected phases of work.

In 2024, Friends convened a working group to develop a conceptual framework for improving the design
and interpretation of interim OS data. The resulting white paper proposed a structured approach for
evaluating interim OS data and outlined a concept plan for simulation-based analyses, recognizing the
need for practical, data-driven tools to put the framework into action.

Building on that foundation, Friends launched a simulation project in 2025 in collaboration with MMS
Holdings, a clinical research organization with expertise in simulation methodology. A working group of key
stakeholders, including statisticians and clinical trialists from pharmaceutical companies and academia,
supported the development of the simulation framework. The project evaluated how reliably interim OS
analyses can distinguish true harm from statistical variability across a wide range of survival scenarios,
interim timing configurations, and harm detection thresholds. Results are summarized through
visualization tools designed to support trial planning, threshold-setting decisions, and interpretation of
interim OS data.
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https://www.fda.gov/media/188274/download
https://www.fda.gov/media/188274/download
https://friendsofcancerresearch.org/wp-content/uploads/Enhancing-Study-Designs-and-Interpretation-of-Interim-Overall-Survival-Data-in-Oncology-Trials-1-1.pdf
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