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The purpose of this research grant was to identify important %enes during
skeletal development, and further validate the role of candidate genes by analysis of knock-out
mice. We identified some cc-chemokines expressing in developing skeletal tissues. One of prominent
advance in this research was that a chemokine receptor CCR5, also a HIV co-receptor, was essential
for osteoporosis. Clinical reports suggested that HIV treatment targeting CCR5 may cause
less-susceptibility to bone-destructive diseases such as rheumatoid arthritis and osteoporosis. We
uncovered that anti-CCR5 neutralization antibody as well as a CCR5 inhibitory drug, Maraviroc,
blocked osteoclast differentiation and function through damaging their actin-ring formation.
Moreover, CCR5-deficient mice were resistant to osteoporotic stimuli. These findings experimentally
supports the clinical reports as mentioned above, and suggest that HIV therapy targeting CCR5 may
provide skeletal merits.
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