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The FDA's Optimus project marks a significant shift in the approach to conducting

First In Human (FIH) trials in oncology. Recognizing that the assumption of a linear efficacy
dose-response is not always applicable, particularly in the fields of immunotherapies and
targeted therapies, the FDA aims to enhance the dose optimization and selection paradigm.
The traditional selection of the Maximum Tolerated Dose (MTD) as the Optimal Dose is no
longer automatic, as a lower dose may offer the same efficacy with a better safety profile. A
range of doses can now be explored to maximize the benefit-risk ratio.

In addition to safety, factors such as pharmacokinetics, relevant pharmacodynamic markers,
and anti-tumor activity should be considered to determine the appropriate dose range

for subsequent optimization. Therefore, selecting the right patient population from the start
of FIH trials in the dose escalation phase is crucial. More efficient designs than the
traditional 3+ 3 design, such as model-based or model-assisted designs combined with
back-filling cohorts, have been developed to improve the dose-selection strategy. Early
randomization is also an example of a solution to better optimize and select doses.

Our team has gained valuable experience through several FIH Investigational New Drug
(IND) submissions in 2024, incorporating FDA feedback and design adjustments. This
experience has led to a better understanding of the FDA's new expectations and improved
trial designs. The journey of these two submissions, which align with the Optimus project
and incorporate FDA comments, will be presented along with key recommendations for an
Optimus-compliant development plan.



