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We previously synthesized S-trityl-L-cysteine (STLC) derivatives as potent

KSP inhibitors. Clinical trials of KSP inhibitors have been limited by their toxicity to non-cancer
cells. The approved antibody-drug conjugates (ADCs) are mainly comprised of payload classes mostly
limited to tubulin binders or DNA interacting agents. The development of new payloads with new mode
of action is highly desired. In this study, we designed and synthesized linker-STLC derivatives.
LP-1b has a PEG linker, and LP-2b has a cleavable linker that can be cleaved by cathepsin B. In
addition, we synthesized a new derivative in which S atom was substituted with C. The novel ADC-1 of
LP1b and trastuzumab was confirmed to significantly inhibit cell proliferation of HER2-positive
SKOV-3 cells compared to trastuzumab. For LP-2b, it was confirmed by LC-MS that the addition of
cathepsin B cleaves the linker and releases the drug. These results indicated that STLC derivatives
can be applied for novel ADCs.
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