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Differential regulation of lipid mediators in acute and chronic pain and drug
discovery
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Lysophosphatidic acid (LPA) signaling initiates the molecular machineries of
neuropathic pain. At the level of spinal cord, LPA also plays key roles in the amplification of initial
pain signals and possibly in the maintenance of pain. On the other hand, endocannabinoids (ECs) such as
anandamide or 2-arachidonoylglycerol (2-AG) are known to play roles in the suppression of inflammatory or

nociceptive pain signal through CB1 receptor on primary afferent sensory fibers as another type of
reverse signals. In this study, we discovered that LPA increased the gene expression of the degradation
of ECs and the decreased the ECs level. This counter-balancing cross-talk system between LPA and ECs is
differently regulated in the neuropathic and inflammatory pain. These results are important for
understanding of the machinery between acute and chronic pain and drug discovery.
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