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FULL ABSTRACT

Most antibody-drug-conjugate (ADC) indications are in the oncology therapeutic area but 
other therapeutic areas are considering ADC use as well (e.g., immunomodulation). The 
development of a complex molecule such as an ADC involves multiple challenges starting 
at the manufacturing stage. Later, establishing the safety aspects of the compound involves 
selecting nonclinical species where the ADC presents similar affinity, potency and activity 
as in the human species, and determining multiple factors of toxicity linked to the antibody 
properties, the stability of the ADC, its drug-antibody ratio and the nature of the cytotoxic 
drug chosen, to name a few. Some unforeseen toxicological events during nonclinical safety 
assessment may drive the need for mechanistic studies or assays to measure potential toxicity 
factors such as internalization speed or receptor density variation between organs.
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