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Bioconjugation reactions that enable the incorporation of artificial
molecules, such as drugs, into specific amino acids within proteins have been continuously developed
to fulfill the growing demand for applications in both industrial settings and fundamental chemical
biology research. This study aimed to develop a method for chemically modifying neighboring amino
acids using the N-terminal amino group of the protein. As a result of the research, a new chemical
modification method for N-terminal amino acids of proteins utilizing a copper ion-mediated aldol
reaction was successfully developed. This method was applicable to the preparation of antibody-drug
conjugates.
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