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Optimization of pretargeted alpha therapy for multiple types of cancer

Washiyama, Kohshin
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For the development of drugs with fewer side effects for advanced cancers
that have spread in the body with recurrence or metastasis, the present study was designed to
extract pharmacokinetic controlling factors in the pre-targeting method of modified biotin
(Psyche-BR(-PEG2)) and mutated immunogenic streptavidin (Cupid) fusion single-chain antibody.
Compounds incorporating polyethylene glycol (PEG) of different molecular weights into Psyche-BR
showed enhanced blood clearance with increasing PEG molecular weight. Evaluation of the
Cupid-Psyche-BR complex by molecular dynamics simulation and crystallography indicated that the
unstable binding could be resolved by adjusting the length of the Psyche-BR linker.
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