METHODS FOR THE TREATMENT OF AUTO MMUNE DI SORDERS USI NG | MMUNOSUPPRESSI VE

MONOCLONAL ANTI BODI ES W TH REDUCED TOXI CI TY ABSTRACT The present invention
provi des nethods of treating, preventing or aneliorating the synptonms of T
cel | -medi at ed i mmunol ogi cal di seases, particul arly autoi nmune di seases,

t hrough the use of anti-CD3 antibodies. In particular, the nethods of the
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medi ated cytotoxicity assoc t to e disorders. Additionally,

the invention provides for nodificatjon of the anti-CD3 anti bodi es such
t hat they exhibit reduced or el i B ERT ect or function and T cel

activation as conpared to non- nodified anti-CD3 anti bodies, Figure No.
| A The present invention provides methods of treating, preventing or ameliorating the

symptoms of T cell-mediated immunological diseases, particularly autoimmune
diseases, through the use of anti-CD3 antibodies. In particular, the methods of the
10 invention provide for administration of antibodies that specifically bind the epsilon
subunit within the human CD3 complex. Such antibodies modulate the T cell
receptor/alloantigen interaction and, thus, regulate the T cell mediated cytotoxicity
associated with autoimmune disorders. - Additionally, the invention provides for
modification of the anti-CD3 antibodies such that they exhibit reduced or eliminated
15 effector function and T cell activation as compared to non- modified anti-CD3

antibodies.
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