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Central effects of cannabinoid reuptake inhibitors in rat neuropathic pain
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There are no therapeutic agents for neuropathic pain that are effective and
have minor side effects, and the development of new therapeutic agents is expected. The
endocannabinoid system modulates a wide variety of pain conditions. Here, we explored the effect of
AM404, an endocannabinoid reuptake inhibitor, on neuropathic pain at the site of the spinal cord.
AM404 attenuated mechanical and cold hyperalgesia with minimal effects on motor coordination. AM251

significantly inhibited the antihyperalgesic action of AM404, whereas capsazepine showed a
potentiating effect.AM404 exerts antihyperalgesic effects primarily via cannabinoid receptors (CB)1,
but not CB2, receptor activation at the site of the spinal cord. Transient receptor potential
vanilloid type 1 (TRPV1) appears to play a pronociceptive role. The endocannabinoid reuptake
inhibitor may be a promising candidate treatment for neuropathic pain.
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