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Abstract

Project Optimus is an FDA initiative which encourages early phase dose optimisation: going beyond
traditional methods which tend to focus on a single maximum tolerated dose and proceed to later
phases of clinical development. However, dose finding can also be done in later phases, notably in
non-inferiority trials if we want to change or reduce doses. For example, acute lymphoblastic
leukaemia (ALL) is currently treated using a long period of chemotherapy. Recent studies investigating
Blinatumomab, a novel drug being used to fight ALL, have suggested that it may be possible to
'deintensify' the chemotherapy treatment following the introduction of Blinatumomab. Using Bayesian
design and adaptations, we investigate through simulations a late phase trial framework that is able to
consider alternative doses efficiently whilst protecting patient benefit metrics, with data being based on
the ALL deintensification study. We then compare this design to common early phase dose finding
methods to evaluate its strengths and weaknesses.



