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Mechanism and therapeutic application of a novel integrin blocking mAb that
inhibit liver fibrosis in mice

Yokosaki, Yasuyuki
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The integrin family, matrix receptors, is an appealing therapeutic target

proteins. Excessive matrix deposition is substantial pathology in tissue fibrosis. Integrin o 8B 1
is a messenchymal integrin that functions as a receptor for matrx proteins including nephronectin.
Its participation in development of fibrosis has been unknown mainly due to a lack of a specific
inhibitor, inparticular a neutralization monoclonal antibody. After we successfully generated the
blocking mAb, we have demonstrated that the inhibition ammeliorates fibrosis in mouse liver fibrosis
models.

In the present investigation, we have shown, as functional evidence, its TGF-B activation capacity
and myofibroblast differentiation promotion.In addition, tissue stiffness-induced expression and
accumulated expressionin fibroblasts strongly support the profibrotic propety of a 83 1.
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