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The development of conjugation technologies for biomolecules such as proteins and nucleic
acids has made remarkable progress in recent years. Especially, a method for the conjugation
of a specific amino acid residue in a protein has been researched over many years. These
conjugation technologies are important in the field of chemical biology and the development
of complex biologics. Antibody-Drug Conjugate (ADC) is a targeting drug in which a highly
potent small molecule drug is conjugated to an antibody, and its development is accelerated
recently. Compared to conventional chemotherapy, the advantage of ADC is the wideness
between Minimum Effective Dose (MED) and Maximum Tolerated Dose (MTD), the so-called
Therapeutic Index. Recent studies have reported that site-specific ADCs have a further expand
Therapeutic Index, leading to safer ADCs compared with random ADC:s.

Recently, we have developed a method called AJICAP® for site-specific functionalization
without genetic engineering of antibodies in order to accelerate the development of next-
generation site-specific ADCs."” The AJICAP® technology is a chemical method that uses a
peptide having an ability to bind to the Fc region of an antibody, and the peptide enable site-
specific conjugation on a proximal lysine residue to peptide binding moiety. Compared with
the technologies using genetic engineering or an enzyme, the manufacturing process of
AJICAP® site-specific conjugation is simple and straightforward. We have succeeded in
synthesizing a variety of site-specific ADCs by using AJICAP®. In the presentation, we will
report the synthesis of various ADCs using AJICAP® and the expansion of Therapeutic Index
comparing with random ADCs.
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