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Development of GPR183 antagonists as Non-Opioid analgesics

Abstract:

Neuropathic pain condions arising from nervous system injuries due to trauma, disease (i.e.,,
diabetes) or neurotoxins (i.e. chemotherapy) are severe, debilitang and difficult to treat. Opi-
oids are widely used to treat chronic pain but limited by severe side effects and strong abuse
liability. With over 15-20 million people in the US suffering neuropathic pain and a profound
annual economic burden for treatment, there is a high priority for developing novel non-opi-
oid based analgesics. Using unbiased analyses of a rodent model of traumac nerve-injury
induced neuropathic pain, our collaborators have found significant increases in several or-
phan G-protein coupled receptors (GPCRs). We have begun drug discovery efforts on one
of these receptors, GPR183. Using a virtual screening approach, we have discovered several
novel GPR183 antagonists which inhibit pain in vivo and have begun structureacvity-relaon-
ship studies on them.
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