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Exploration of novel mechanism of osteoporosis focusing on resolving
macrophage-derived factors.
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We explored the functional role of CLCF1 in osteoclastogenesis and bone loss

associated with osteoporosis. Surprisingly, the administration of recombinant CLCF1l repressed
excessive bone loss in ovariectomized mice and prevented RANKL-induced bone loss in calvarial mouse
model. Likewise, the addition of recombinant CLCF1 to RANKL-stimulated monocytes resulted in a
significant suppression in the number of differentiated osteoclasts in vitro. At the same dosage,
CLCF1 did not exhibit any detectable negative effects on the differentiation of osteoblasts.
Mechanistically, the inhibition of osteoclast differentiation by the CLCFl treatment appears to be
related to the activation of interferon signaling (IFN) and the suppression of the NF-k B signaling
pathway. These collective findings point to a novel immunoregulatory function of CLCF1 in bone
remodeling and highlight it as a potentially useful therapeutic agent for the treatment of
osteoporosis.
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Cardiotrophin Like Cytokine Factor 1 (CLCF1l) alleviates excessive bone loss and osteoclast differentiation through

activating interferon signaling and repressing the nuclear factor-k B signaling pathway.
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