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Evolving HA Guidance

ICH-E9(R1) Guidance: https://www.ema.europa.eu/en/documents/scientific-guideline/ich-e9-r1-addendum-estimands-and-sensitivity-analysis-clinical-trials-guideline-statistical-principles-clinical-trials-step-5_en.pdf 
FDA Cov Adj Guidance: https://www.fda.gov/media/148910/download 
EMA Methodology Workplan: https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2025-2027_en.pdf
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FDA Covariate Adjustment Highlights and Gaps
Estimands

• No clear recommendation for either unconditional (marginal) or conditional estimands

• Some advice on how to explore model misspecification for both unconditional and conditional estimands
• Still lack of clarity on whether a conditional estimand can be used and how we can demonstrate robustness to 

model misspecification

Marginal

Marginal or 
Conditional



FDA Covariate Adjustment Highlights and Gaps
Further Considerations

• Key point for binary and TTE endpoints: Non-collapsibility

• But, what about other issues – not highlighted for adjusted unconditional (marginal) effects for TTE 
endpoints i.e. marginal hazard ratios
• Selection bias
• Non-proportional hazards

• Rhian will introduce some of these more technical points from a causal inference perspective



Time-to-Event Endpoint Trials
Estimation

• Traditionally, stratified Cox Model using stratification factors was and still often specified as a primary 
analysis method

Post-ICH E9(R1) 

What estimand does this target? Is that what we are truly interested in?

What about estimation methods for marginal estimands (after covariate adjustment)?

• Sanne and Dominic will cover some alternative estimation methods and estimands

• Tim will highlight some practical challenges
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Marginal Hazard Ratios and Covariate Adjustment – A Causal 
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Estimation in the context of Covariate Adjustment, Model-free 
Summary Measures, and Alternatives to the Marginal (Average) 
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Ensuring Covariate Adjustment Methods Are Fit For Use
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