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ABSTRACT

Chronic pain is a debilitating disorder in which overwhelming pain signals affect everyday
function and quality of life. It affects around 10% of the world population, resulting in
personal suffering, reduced productivity, and substantial health care costs. International
guidelines recommend, among others, the use of opioids as one of the treatments.
However, opioids are partially effective and have a wide range of severe side effects,
including physical dependence, tolerance, and respiratory depression. Moreover,
increased prescription of opioid medications has led to an Opioid Crisis Emergency
declared by the U.S. Department of Health & Human Services. Preclinical and clinical
studies showed that melatonin (MLT) and its related selective agonists of MT2 receptor
have analgesic properties, likely through the involvement of the opioid system. Our
research group determined the effects of the selective MT2 receptor partial agonists in
acute and chronic neuropathic pain models and examined their supraspinal mechanism of
action and their cross-talk with the opioid system.
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