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Determination of anti-osteoclastgenesis sites of lactoferrin and development of
peptide therapeutics for bone destructive diseases
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We prepared synthetic peptides (bLF-pl, bLF-p2, bLF-p3) of TRAF6 binding
site of bovine lactoferrin (bLF) and examined their anti-inflammatory and osteoclast formation
inhibitory effects. As a result 1) bLF-p2 and bLF-p3 inhibited the production of TNF-a and IL-1(
by both osteoblasts (ST-2) and macrophage-like cells (THP-1) with LPS stimulation. Whereas bLF-pl
showed no inhibitory effect. 2) bLF-p2 and bLF-p3 suppressed the production of RANKL from ST2 by LPS

stimulation but maintained OPG expression. 3) bLF-p2 and bLF-p3 inhibited osteoclast
differentiation of RAW264 by RANKL stimulation. 4) Local administration of bLF-p2 and bLF-p3
inhibited osteoclastogenesis in LPS-induced periodontitis rat model. Thus, it was suggested that
bLF-p2 and bLF-p3 have anti-inflammatory effect and inhibitory effect on osteoclastogenesis, and may
be applicable to the treatment of bone destractive lesions like periodontitis.
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