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Development of system for in situ and continuous production of antitumor
molecules.
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We have established gene-engineered Bifidobacterium secreting biologically
active anti-HER2 scFv. When the Bifidobacterium producing anti-HER2 scFv(B/anti-HER2) was iv
injected to immunodeficient nude mice bearing HER2-positive tumor with hypoxic microenvironment, we
confirmed the selective localization, growth of B/anti-HER2 in the tumor and the anti-HER2 scFv
production in situ, furthermore, the tumor growth being consequently suppressed. In addition to anti
HER2 scFv, we also have established Bifidobacterium secreting IFN-g.

On one hand, immunological aspects of Bifidobacterium were examined. When macrophages and
dendritic cells were exposed to Bifidobacteirum, induction of inflammatory cytokines was very weak
as compared with other bacteria, such as E. coli. In the dialyzed fraction of Bifidobacterium
culture medium, however, several proteins inducing cytokines were identified, so that the analysis

on the proteins is under way.
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