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Abstract
The inclusion of healthy volunteers (HVs) in first in human (FIH) oncology clinical trials with small molecules, including targeted and immunomodulatory agents, is a strategy that was not envisioned with classic chemotherapy. To be able to proceed with this approach, a FIH oncology trial in HVs requires an extensive and robust nonclinical package including toxicokinetic and pharmacokinetic, thorough safety pharmacology, toxicology and genotoxicity studies compared to cancer patients (CPs). This strategy could provide an early characterization of the pharmacokinetic parameters and clinical safety profile in the absence of comorbidities and concomitant medication. It also may avoid the ethical considerations around the administration of sub-therapeutic doses to CPs, and could potentially help to accelerate the timelines of clinical drug development with same oncology agents. However, the choice of the population of FIH clinical trials evaluating oncology therapeutics must be properly assessing on a case-by case-basis, with fully understanding of the regulatory guidance and thoroughly evaluation of the benefits and risks in order to select the best scenario to advance the drug development in a responsible and efficient manner.
