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In the drug-navigated clearance system, a drug called “ navigator” needs to

be synthesized to switch the metabolic pathway of an etiologic agent. Here, dialysis-related
amyloidosis was used as a model disease and its etiologic agent, beta 2-microglubulin (b2MG), was
targeted to switch its metabolic pathway from the kidney to the liver. A navigator composed a
capturing part and a navigating part was developed as a chimeric protein, and its functions were
evaluated. In vitro, immunoprecipitation and competitive inhibition assays showed that the navigator
captured b2MG and bound to LDL-receptor, which is highly expressed on hepatocytes, respectively.
Additionally, the removal of b2MG from the culture medium of hepatocytes by the navigator was shown
in an ELISA. Although the navigator accumulated in the liver when injected intravenously, the body
distribution of b2MG in mice unchanged regardless of the introduction of the navigator. In vivo
functions of the navigator need to be enhanced.
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