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Abstract

In some clinical areas, trials use composite responder endpoints that classify participants as
responders based on several variables, some of which are continuous. Traditionally these endpoints
are analysed as binary, resulting in a large amount of information being discarded through
dichotomisation of continuous variables.

Augmented binary methods have been proposed to analyse these endpoints more efficiently by
utilising the continuous variables to improve the statistical precision. Importantly, the method retains
the clinically and regulatorily defined responder criterion while improving precision.

This talk will provide an overview of how the augmented binary method works, using a latent variable
model to estimate the probability of response. Simulation studies and real trial analyses will be
presented to demonstrate how the method increases power equivalently to increasing the sample size
by at least 30%, compared to using a binary analysis. The efficiency gain can be much higher in some
circumstances.

Finally, | will describe current case studies in which this approach is being implemented prospectively
in academic-led clinical trials, particularly in rare diseases where efficient designs are crucial for
feasibility. Use of the approach has led to substantial reductions in cost and duration of trials.



