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Challenge to the development of small tetraspecific and tetravalent antibody as
innovative cancer therapeutic antibodies

ASANO, Ryutaro
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Although small bispecific antibodies are attractive molecules, their decreases in
binding valency and in vivo half-life are left as a problem. Multimerization of small antibodies is one
strategy to solve these drawbacks. In this study using four kinds of antibody fragments, we tried to
develop small tetraspecific and tetravalent cancer therapeutic antibodies to regulate multimeric
structure and to enhance therapeutic efficacy. We couldn’ t obtain the functional molecules in bacterial
expression system; however, we successfully prepared tetraspecific and tetravalent antibodies with high
therapeutic effects in mammalian expression system. Further, our results showed that Fc fusion to
facilitate their purification causes decreases in their cytotoxic effects.
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