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Influences of the change of FcRn affinity caused by antibody molecular design on
pharmacokinetics.
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Therapeutic immunoglobulin G_(1gG) antibodies have comparatively long
half-lives because the neonatal Fc receptor (FcRn) binds to the IgG Fc at acidic pH in the endosome
and protects 1gG from degradation. Moreover, since FcRn is also considered to play important role in

transcytosis of IgGs and trafficking of antigen-bearing 1gGs in antigen-presenting cells, the
biodistribution and the antigen presentation may be affected by FcRn affinity. In this study, the
FcRn-affinity modulated 1gGs (adalimumab variants) were injected to human FcRn transgenic mice, and
the influence of the FcRn affinity on the biodistribution of 1gG was elucidated using the method for
distinguishing breakdown products from intact antibodies. Moreover, the production of anti-drug
antibody and the biodistribution of the complex of the adalimumab variant with the antigen or
anti-drug antibody was analyzed.
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