Biological approaches for the
development of novel therapeutic targets

« More complete and broader inhibition of
osteoclasts and bone remodeling

« Selective inhibition of bone resorption (i.e.
preserving bone formation)

« Selective activation of bone formation (i.e.
without increasing overall bone turnover)



RANKL-RANK drives differentiation
and activation of osteoclasts
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Denosumab and bisphosphonates
work differently
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BPs cause loss of
resorptive function but
g™y ‘disabled’ osteoclasts
may persist

Denosumab blocks
osteoclast formation,
function and survival
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Different effects of BPs and
denosumab on bone remodeling
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CatK mutations : Pycnhodysostosis
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PTH regulates Sost
expression in osteocytes
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