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A chemical reaction that proceeds in the presence of a specific template by utilizing the
structural complementarity of biomolecules is called a template reaction. We have developed a
template reaction called biepitopic antigen-templated chemical reaction (BATER) based on the
interaction of two different antibodies binding to different epitopes of an antigen molecule.
Using fluorogenic click reaction, we demonstrated that BATER was observed in dependence
on the epitopes of a model antigen, TNFR2, recognized by the pair of antibody fragments (Fab).
We also demonstrated that the linker length affected the reaction rates. Observation of the
reactions in other antigen—antibody pairs suggested that the limitation of BATER was
dominated by the potential frequency of collisions of reacting moieties, which can be designed
by the information of tertiary structure of the antigen—antibody complexes.
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