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The study of the roles of MAdCAM-1 on the pathogenesis of

autoimmnune disease models and the mechanism of oral tolerance

Nobuyuki Miyasaka (Tokyo Medical and Dental University, The First Department of Internal
Medicine), Toshihiko lizuka (Tokyo Medical and Dental University), Ryuji Koike (Tokyo Medical
and Dental University, The First Department of Internal Medicine)

[Purpose] MAdCAM-1, an adhesion molecule of which ligand is o4P7 integrin on lymphocytes,
may play important toles on the immunological responses at gut-associated lymphoid tissues
(GALT) because its expression is restricted on high endothelial venules (HEV) at GALT. We study
the toles of MAACAM-1 on the pathogenesis of autoimmune disease model of which the lesion
associates GALT and the mechanism of oral tolerance, using anti-rat MAACAM-1 monoclonal
antibodies we already established. [Methods] We examined the recognition of antigen and the

activity to block ligand binding of our antibodies in vivo. Then, we treated the rats of dextran



sulfate-induced colitis, adjuvant-induced arthritis, and adjuvant-arthritis induced oral tolerance by
type II collagen with the antibodies and we observed their clinical features. [Results] We ensured
the antigen recognition and the blocking activity of the antibodies we established. The treatment
with antibody revealed no influence to dextran sulfate colitis rat. However, it is possible that the
antibody might worsen the extent and the onset of disease in adjuvant arthritis and interfere the
induction of oral tolerance of adjuvant arthritis. [Conclusion] Although they are still preliminary
findings, MAdCAM-1 may play a role on suppressive pathway in adjuvant induced arthritis and
those induced oral tolerance.
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