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Elucidation of the role of bioactive lipids in neuropathic pain
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Leukotriene B4 (LTB4) is a potent lipid mediator enhancing recruitment and activat
ion of neutrophils, which is a common feature of inflammation and tissue injury. We examined the involveme
nt of LTB4 in acute pain models using LTB4 receptor %BLTl) deficiency mice. We found that BLT1 deletion re
duced formalin-induced pain behaviors, peripheral inflammation and activations of Cyclic AMP-responsive el
ement binding protein (CREB) in the dorsal horn. Activation of CREB in the spinal cord in response to peri
pheral noxious stimulation is known as an initial important step for central sensitization. Pretreatments
of BLT1 antagonist were also_effective for formalin-induced pain behaviors. LTB4-BLT1 signaling may contri
bute to not only peripheral inflammation but also the sensitization of nociceptors during persistent pain.

The involvement of LTB4-BLT1 signaling is a key component of pain mechanisms and a powerful target for th
erapeutic intervention for acute and persistent pain state.
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