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Abstract 14 

The design of innovative anticancer chemotherapies with superior antitumor efficacy and 15 

reduced toxicity continues to be a challenging endeavor. Recently, the success of Adcetris® 16 

and Kadcyla® made antibody-drug conjugates (ADCs) serious contenders to reach the envied 17 

status of Paul Ehrlich’s “magic bullet”. However, ADCs classically target overexpressed and 18 

internalizing antigens at the surface of cancer cells, and in solid tumors are associated with 19 

poor tumor penetration, insufficient targeting in heterogeneous tumors, and appearance of 20 

several resistance mechanisms. In this context, alternative non-internalizing ADCs and 21 

prodrugs have been developed to circumvent these limitations, in which the drug can be 22 
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