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Development of antibody drugs based on internalization of cell membrane proteins
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Intranasal intracranial delivery via the olfactory mucosa is a known route
of drug delivery that does not cross the cerebrovascular barrier. Drugs are assumed to reach the
intracranial space by diffusion through the olfactory nerve fiber-cribriform gap or by axonal
transport after being taken up by the olfactory nerve. The olfactory mucosa is known to highly
express the IgCAM-type adhesion molecule CADM1. The applicant has recently found that his anti-CADM1

extracellular domain-recognizing antibody is highly internalized with CADM1. The anti-CADM1
antibody was conjugated with MMAE, an inhibitor of tubulin polymerization, and intranasal
administration of the antibody-drug conjugate daily significantly suppressed tumor growth in a CT-2A
mouse glioma transplantation brain tumor model. This antibody was considered to be useful as a new
vector for intracranial drug delivery.
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