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Neurology
Insomnia GABAB receptor 1 

(GABBR1)
A study in mice suggests that modulating GABBR1 
could be useful for treating insomnia and other sleep 
disorders. Mice with GABBR1 disruption in orexin-
producing neurons had severe disruptions in their 
sleep/wake cycles compared with that seen in wild-type 
controls. Orexin is a peptide hormone that promotes 
wakefulness and appetite. Next steps include testing the 
effect of GABBR1 agonists and antagonists on orexin-
mediated wakefulness and characterizing the neurons 
and receptors that are controlled by orexin-producing 
neurons. 
ADX71943, a positive allosteric modulator (PAM) 
of GABBR1 from Addex Pharmaceuticals Ltd., is in 
preclinical development to treat gastroesophageal 
reflux disease (GERD), incontinence and pain. 
AGI Therapeutics plc’s AGI-006, an R-isomer of the 
GABBR1 agonist baclofen, is in Phase II trials to treat 
dyspepsia and gastroparesis.
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