67 MODI FI ED ANTI BODY CONSTANT REAQ ON Abstract The present inventors
succeeded in inproving the anti body constant region to have 5 increased
stability under acid conditions, reducgg heterogeneity originated from

di sul fide bonds in the hinge region, reduced heterogeneity originated from
the Hchain Ctermnus, and increased stability at high concentrations as
well as in discovering novel constant region sequences having reduced Fcy
receptor-binding, while minimzing the generation of novel T-cell epitope
peptides. As a result, MOPIPIEEsANTIBOVENCONSTANTRIKIIQWN y di scover ed

anti body constant regions with 10i nproved physi cochem cal properties
(stability and honobgeneity), inrnunogenicity, safety, and phammtoki netics.
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The present inventors succeeded in improving the antibody constant region to have
5  increased stability under acid conditions, reduced heterogeneity originated from disulfide bonds
in the hinge region, reduced heterogeneity originated from the H chain C terminus, and increased
stability at high concentrations as well as in discovering novel constant region sequences having
reduced Fcy receptor-binding, while minimizing the generation of novel T-cell epitope peptides.
As a result, the present inventors successfully discovered antibody constant regions with
10 improved physicochemical properties (stability and homogeneity), immunogenicity, safety, and

pharmacokinetics.
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