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Monoclonal antibodies directed to cell surface molecules have emerged as a major strategy in the
therapeutic armamentarium for the treatment of autoimmune diseases. Treatment with antibodies
directed against B cell specific antigens has been efficacious in a variety of B cell derived cancers.
Emerging clinical data suggests their potential use for a variety of autoimmune indications that have
a B cell pathogenic component1. Using a mouse model that recapitulates human CD20 expression
we and others demonstrated that B cell circulatory dynamics and microenvironment factors play
critical roles in defining B cell sensitivity to anti-CD20 mediated in vivo B cell depletion2-4. As an
example, blockade of BAFF/BLyS was demonstrated to synergize with anti-CD20 in removing
various B cell subsets. These findings provide a basis to combine existing therapies and for
developing new strategies to address the B cell pathogenic component of human autoimmune
diseases. As new generations of B cell targeted therapeutics we are developing strategies to enhance
known B cell killing mechanisms as well as ways to combine several mechanisms into one molecule.
Examples for such strategies will be discussed with special focus on the BAFF/BLyS pathway where
depleting and blocking antibodies against the BR3/BAFF-R are shown to be efficacious in B cell
dependent autoimmune scenarios in mouse models5.
Reference List
1. Martin F, Chan AC. B cell immunobiology in disease: evolving concepts from the clinic.
Annu.Rev.Immunol. 2006;24:467-496.
2. Uchida J, Hamaguchi Y, Oliver JA et al. The innate mononuclear phagocyte network depletes
B lymphocytes through Fc receptor-dependent mechanisms during anti-CD20 antibody
immunotherapy. J.Exp.Med. 2004;199:1659-1669.
3. Gong Q, Ou Q, Ye S et al. Importance of cellular microenvironment and circulatory dynamics
in B cell immunotherapy. J.Immunol. 2005;174:817-826.
4. Tedder TF, Baras A, Xiu Y. Fcgamma receptor-dependent effector mechanisms regulate CD19
and CD20 antibody immunotherapies for B lymphocyte malignancies and autoimmunity.
Springer Semin.Immunopathol. 2006;28:351-364.
5. Lin WY, Gong Q, Seshasayee D et al. Anti-BR3 antibodies: a new class of B-cell
immunotherapy combining cellular depletion and survival blockade. Blood 2007;110:39593967.

The 2008 Midwinter Conference of Immunologists at Asilomar, January 26-29, 2008, Pacific Grove, California (USA)

