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Endocannabinoids CB1 receptor contributes to antinociceptive effects of NSAIDs in the anterior
cingulate cortex of rats
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Background & Aims: Pain is characterized as a complex experience, dependent not only on the regulation of nociceptive
sensory systems but also on the activation of limbic brain areas. Non-steroidal anti-inflammatory drugs (NSAIDs) are the
most widely used analgesics in the treatment of mild pain. Here we investigated a non-opioid induced antinociception in
the formalin model of pain and a relation between administration of NSAIDs in the anterior cingulate cortex (ACC) and the
endocannabinoid system.

Methodology: We measured nociceptive thermal paw withdrawal latencies and mechanical thresholds in rats following
microinjections of NSAIDs, saline or the cannabinoid receptor 1 (CB1) antagonist (AM-251) in the ACC.

Results: We revealed that NSAIDs (diclofenac, ketoprofen, and xefocam) distinctly reduced formalin-induced hyperalgesia in
the ACC. When pretreated with AM-251 we found a significant reduction of analgesic effects of NSAIDs in this limbic area.

Conclusions: The present data support the notion that endocannabinoids’ CB1 receptor contributes to antinociceptive effects
of NSAIDs and probably involved in activation of the descending opioid modulatory system of pain.
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