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Pain Histamine H3 
receptor (HRH3); 
norepinephrine 
transporter

In vitro and rat studies identified a dual inhibitor of HRH3 and 
norepinephrine transporter that could help treat osteoarthritic 
pain. In vitro, the biphenylmethyl analog inhibited HRH3 with 
a Ki value of 37 nM and the norepinephrine transporter with a 
Ki value of 14 nM. In a rat model of osteoarthritic pain, the lead 
compound decreased pain compared with vehicle. Next steps 
could include evaluating the compound in additional animal 
models of pain. 
At least six companies have compounds that inhibit the 
norepinephrine transporter in Phase II trials or earlier to treat 
pain.
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