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Abstract: Antibody-drug conjugates (ADC) are formed by coupling monoclonal antibodies and cytotoxic payloads through linkers.
ADC drugs combine the advantages of high specific targeting ability of monoclonal antibodies and efficient killing effect of small
cytotoxic molecules to achieve accurate and efficient removal of cancer cells, and have become one of the hot spots in the research
and development of anticancer drugs. Since the food and Drug Administration (FDA) approved the first ADC drug Mylotarg
(gemtuzumab ozogamicin) in 2000, so far, 14 ADC drugs have been approved for marketing in the world. This new anticancer drug
is leading a new era of cancer targeted therapy. Based on the core construction and anti-tumor mechanism of ADC drugs, the
research progress of in vitro and in vivo metabolism of ADC drugs is reviewed, in order to provide more references for the design,
development, preclinical pharmacology / toxicology and follow-up research of ADC drugs from the perspective of metabolism.
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A-Mylotarg, Besponsa use a cleavable hydrazone linker; B-Adcetris, Lumoxiti, Polivy, Padcev, Vidicitumumab for injection and Tivdak all use the
MC-VC-PABC linker (MC-VC-PABC linker, which binds non-cleavable MC and cleavable VC dipeptide linker to PABC spacer); Zynlonca uses
cleavable valine-alanine (VA) dipeptide linker (similar to VC dipeptide); Blenrep uses a non-cleavable MC linker; C-Kadcyla uses a non-cleavable
MCC linker; D-Enhertu uses a cleavable GGFG tetrapeptide linker; E-Trodelvy uses a cleavable CL2A linker
1 BLEHADCHYFRREHEEF L

Fig.1 Schematic diagram of different linker structures in marketed ADC drugs
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