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Development of anti-RANKL antibody without the suppression of bone formation
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RANKL is known as a signal input molecule which stimulates mature osteoclast forma

tion, and anti-RANKL neutralizing antibody can suppress osteoclast formation in vivo. By contrast, we have
shown that osteoblastic RANKL acts as a signal accepting molecule for osteclast-derived RANK and up-regul

ates bone formation. Based on these results, we hypothesized that a properly designed macromolecule, which
binds RANKL extracellular domain, can stimulate bone formation and inhibit bone resorption simultaneously

. We screened human single chain Fv library and finally obtained a clone which stimulates bone formation a

nd suppress bone resorption simultaneously as a trimer.
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