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Exogenous cannabinoids are effective in the attenuation of neuropathic pain.

However, since they have side effects, targeting the endocannabinoids (ECs)could represent an
alternative approach. The major ECs, 2-arachydonoylglycerol (2-AG) are degraded by monoacylglycerol
lipase (MAGL). The head-withdrawal threshold (HWT) was significantly reduced on days 3, 5 and 7,
indicating the development of neuropathic pain. We observed that MAGL and Iba-1(microglia marker)
immunoreactivity was significantly upregulated in the Vc in neuropathic mice. On day 7, we injected
JZL184 at a dose of 4 and 16 mg/kg; the reduced HWT was significantly increased. Two hours after the

injection of 16 mg/kg JZL184, the number of immunoreactive cells in the Vc reduced significantly.
It is possible that, when the action of MAGL was inhibited by JZL184, the concentration of 2-AG
might increase in the brain, including the Vc, and resulted in an attenuation of neuropathic pain.
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