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Verification of inhibitory effect of atherogenesis on arteriosclerosis with a
novel nasal adjuvant.
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When ApoE KO mice were given nasally with phosphorylcholine-KLH (PC-KLH) as
an antigen and the nasal double DNA adjuvant (DDA), which consists of a DNA plasmid expressing FIt3
ligand and CpG ODN, PC-specific IgM in plasma and peritoneal fluids was induced as compared with

mice administered PC-KLH alone. Additionally, these antibodies exhibited highly specific binding to
the PC molecule, and dose-dependent binding to anti-T15 idiotype. Twelve weeks after the last
immunization, the nasal DDA with PC-KLH resulted in a reduction of atherogenesis in the aortic arch
of ApoE KO mice. The nasal DDA with PC-KLH resulted not only in significantly increased frequencies
of CD11lc+ DCs in the spleen and peritoneal cavity, but also significantly increased expression of
APRIL and BAFF molecules by CD1lc+ DCs. Also, the DDA system induced significantly increased numbers
of B-l1a B cells in the spleen and PEC, and increased expression of TACI molecules on B-l1la B cells.
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A nasal double DNA adjuvant system induces atheroprotective IgM antibodies via dendritic cell-B-1a B cell interactions.
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