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Exosomes are associated with various diseases, and HER2-positive exosomes from breast cancer cells are
particularly problematic. These exosomes inhibit the effectiveness of antibody drugs and promote cancer cell
metastasis. Therefore, selective removal of HER2-positive exosomes from the bloodstream is crucial. The
polyhistidine peptide (H16 peptide), a cell-penetrating peptide from our previous study, has shown effectiveness in
transporting molecules to lysosomes. We developed an exosome-removal method using H16 peptide-modified
antibodies. The H16-fused anti-HER2 nanobody selectively binds to and transports HER2-positive exosomes to
lysosomes for degradation. This method restores the efficacy of antibody drugs, thereby successfully establishing

an exosome-removal method using the H16 peptide.
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