The TRPM8 antagonist RGM8-51 displays analgesic activity in
different pain models
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TRPMS8 channels are overexpressed in sensory neurons after nerve injury or
inflammation, resulting in enhanced sensitivity (allodynia and hyperalgesia) to physical
stimulation, and have been implicated in migraine, but the interest of TRPM8 antagonists
is still a matter of controversy (1,2). The aim of our work was to evaluate the analgesic
activity of a TRPM8 antagonist, RGM8-51, in different pain models, looking for
similarities and differences with other antagonists. To this end, we used the mouse
oxaliplatin-induced peripheral neuropathy, the chronic constriction injury of the rat
sciatic nerve (CCI) and mouse NTG-induced migraine-like models. Compound RGM8-
51 reduces the cold allodynia induced by oxaliplatin, from 15 to 60 min after
administration (0.1-1 pg, i.pl.), decreases the nocifensive responses to cold, heat and
mechanical stimuli in the CCI model (10 g, i.pl., 30 mg/Kg, i.p.), and relief chronic pain
associated to migraine in mouse, in a sex-dependent manner (10 or 30 mg/Kg, i.v.). The
B—lactam derivative RGM8-51 not only has analgesic activity in all assayed animal
models, but also seems to have a different mode of interaction with the TRPM8 channel
than other antagonists, as suggested by docking studies.
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