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In 2021, the FDA initiated the Project Optimus to reform the dose optimization and dose

selection paradigm in early phase oncology. The traditional reliance on MTD has been

increasingly questioned, and the identification of a dose that optimizes the risk–benefit

trade-off of the drug or provides desired therapeutic effect whilst minimizing toxicity has

been further advocated. The project also encourages early and comprehensive exploration

of multiple doses during clinical development, advocates for a more patient-centered

approach incorporating individual's response, biomarkers, PK/PD or patient-reported

outcomes (PROs) to inform dosage decisions.  

We propose a scoping review of the existing literature on early-phase oncology designs in

light of the Optimus project. The review was organized according to the PRISMA-

ScR guidelines. 160 journals were retained for the scoping review from which 641 papers

were extracted with PubMed and SCOPUS search and within the scope of the review. Papers

were then classified by type (statistical designs for early phase oncology, calibration of the

methods, theoretical results, comparison of approaches, review or tools for practical

application) and a list of items of interest was recorded (type of toxicity, efficacy and activity

endpoint, time-to-events endpoints, inclusion of PRO, PK/PD or preclinical data, etc.). 

The review aims to objectively determine which key elements of the Optimus guidelines are

incorporated in the existing early-phase trial designs. It also aims to address the following

question: What progress has been achieved so far, and what improvements can be made in

light of the directives from Project Optimus?


