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Development of a novel anti-inflammatory peptide targetting RANK signal in
ischemic stroke
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MHP1 is a newly developed synthetic peptide composed of the DE and a part of

the EF loop of the receptor activator of nuclear factor-k B (NFk B) ligand (RANKL). In this study,
we demonstrated that MHP1 significantly inhibits Toll-like receptor (TLR) 2-, 4-, and 7/8- induced
inflammation in microglia/macrophages without osteoclast activation. Knockdown of RANK receptor
cancelled the anti-inflammatory effects, indicating that the effects were through RANK signal.
HPLC/MS analysis showed that around 50% of MHP1 still remained after 30 minutes; in fact, the active
sites of MHP1 were still preserved in some of the degradation products. In mice with tMCAo, MHP1
could cross the blood-brain-barrier in peri-infarct regions. The administration of MHP1 4 or 6 hours
after cerebral ischemia successfully reduced infarct volume and prevented the exacerbation of
neurological deficits without affecting osteoclast activation. MHP1 peptide could be a novel agent
for the treatment ischemic stroke.
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